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SUPPORT FOR AMENDMENTS 

In Claim 1 the description of Ring B has been amended to 
more clearly conform with the restriction requirement using 
language disclosed in the specification. Applicants have 
entered new Claims 25 and 2 6 based on the scope of Claims 8 
and 18, respectively, combined with the structural formula of 
2-oxo-l , S-benzodiazepinyl . No new matter will be entered 
upon entry of this amendment. 

REMARKS 

Reconsideration and re-examination is respectfully 
requested . 

After entering these amendments, Claims 1-4, 6, 8, 10- 
14, 16, 18, 20, 22, 23, 25, and 26 will be pending. Claims 1, 
3, 4, 6, 8, 10, 11, 13, 14, 16, 18, 20, and 23 have been 
rewritten. The marked-up version of these amendments is found 
on a separate sheet attached to this amendment and titled 
"Marked-Up Version of Rewritten Claims". It is respectfully 
requested that the amendments above be entered before 
reexamination of the application. 

Rejection under 3 5 U.S.C §112, second paragraph 

Examiner has rejected Claims 15, 16, 18, 20, 23 and 24 f 
reasons 3f ) and 3aa) . 

3f) Examiner has rejected Claims 15, 16, 18 and 20 
for insufficient antecedent basis for the limitation "3 R^^'s" 
in the structural formulae of ring B. Applicant has canceled 
Claim 15 in light of amendments to Claim 14 and amended Claim 
14 to provide antecedent basis for the limitation "3 R^^'s" in 
the structural formula of ring B. Claims 16, 18 and 20 
depend from Claim 14, respectively. In view of the amendment. 
Applicants respectfully request the rejection be withdrawn. 
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3aa) Examiner has rejected Claims 23 and 24 as being 
vague and indefinite. Applicant has amended Claim 23 to more 
clearly state Alzheimer's Disease. Applicant has canceled 
Claim 24. Therefore, in light of the amendments Applicants 
respectfully request the rejection be withdrawn. 

Provisional Rejection of Claims under 35 USC §101. 

The Examiner has provisionally rejected Claims 5, 6, 8, 
10-16, 18 and 20 under 35 U.S.C. §101 as being unpatentable 
over copending Application No. 09/469,939. Applicants, 
respectfully, request withdrawal of the provisional rejection 
on the basis that Application No. 09/469,939 is abandoned. 

Provisional Rejection of Claims under the judicially created 
doctrine of obviousness- type double patenting. 

The Examiner has pr-ovisionally rejected Claims 1-4 and 
22-24 under the judicially created doctrine of obviousness- 
type double patenting as being unpatentable over copending 
Application No. 09/469,939. Applicants, respectfully, request 
withdrawal of the provisional rejection on the basis that 
Application No. 09/469,939 is abandoned. 

Rejection as being drawn to an improper Markush group. 

The rejection of Claims 1-5, 10, 12-15, 20 and 22-24 as 
being drawn to an improper Markush group has been obviated by 
the present amendments. Withdrawal of this rejection is 
respectfully requested. 

Rejection under 3 5 U.S.C §112, second paragraph 

Examiner has rejected Claims 5, 6, 15, and 16 for reasons 
a) through d) . 

a) Examiner has rejected Claim 5 for lack of 
antecedent basis in the limitation "R^i substituted to a seven 
membered ring" in the third structural formula of the second 
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row. Withdrawal of this rejection is respectfully requested 
on the basis that Claim 5 has been canceled. 

b) Examiner has rejected Claim 6 for lack of 
antecedent basis in the limitation "R^^ substituted to a seven 
membered ring" in the structural formula in the claim. 
Applicant's traverse the rejection. 

Applicants disclose that "Ring B is a 7 membered 
lactam . . . wherein each additional lactam carbon ... is 
substituted with 0-2 R^i . . . . " (Claim 1, pl83; et seq. ) In the 
specification, page 92, Applicants teach what an "additional 
lactam carbon" is and provide examples of "R^ substituted to 
a seven membered ring" . More specifically Applicants teach 
r1^ substituted to a 2-oxo-l , 4-benzodiazepinyl ring in Example 
B6 (page 93). Therefore, Applicants submit that there is 
antecedent basis in Claims 1-4 for the limitation "R^ 
substituted to a seven membered ring" in the structural 
formula in Claim 6 . 

In view of the amendment. Applicant respectfully 
requests the rejection be withdrawn. 

c) Examiner has rejected Claim 15 for lack of 
antecedent basis in the limitation "rH substituted to a seven 
membered ring" in the third structural formula of the second 
row. Applicant's traverse the rejection. Withdrawal of this 
rejection is respectfully requested on the basis that Claim 5 
has been canceled . 

d) Examiner has rejected Claim 16 for lack of 
antecedent basis in the limitation "R^^ substituted to a seven 
membered ring" in the structural formula in the claim. 
Applicant's traverse the rejection. 

For the reason stated in b) above Applicants submit 
that there is antecedent basis in Claims 11-14 for the 
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limitation "R^^ substituted to a seven membered ring" in the 
structural formula in Claim 16. 

In view of the amendment. Applicant respectfully 
requests the rejection be withdrawn. 



The claims of the present invention have been amended to 
place the Application in form for Allowance. In view of the 
foregoing, Applicants submit that the application is now in 
condition for allowance. Reconsideration and allowance is 
respectfully requested. Notification of such action is 
earnestly solicited . 



CONCLUSION 




Scott K. Larsen, Ph.D. J.D. 



Attorney for Applicants 
Registration No. 38,532 
Telephone 3 02/467-52 61 



Bristol-Myers Squibb Company 
P.O. Box 4000, Patent Dept. 
Princeton, N.J. 08543-4000 
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Marked-Up Version of Rewritten Claims 1, 3, 4, 6, 8, 10, 11, 13, 14, 16, 18, 20, and 23. 

Docket No. PH-7076-A 
Serial No.: 09/505,788 

The subject matter to be added is in bold and underlined and the subject matter to be 
deleted is in bold and has been bracketed [ ] with square brackets. 

1. (Twice Amended) A compound of Formula (I) : 



or a pharmaceutically acceptable salt thereof, wherein: 
A is O or S; 
Q is -NR1r2; 

r1 is selected from: H and C i^ -C ^ alkvl ; 



Ci-C6 alkyl sxibstituted with 0-3 R^^; 

C3-C10 carbocycle s\ibstituted with 0-3 R^^; 

C6"Cio aryl substituted with 0-3 R^^; and 

5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle is 
substituted with 0-3 R^^; 

R^^, at each occurrence, is independently selected from H, 
Ci-Ce alkyl, CI, F, Br, I, =0, CN, NO2, NR15r16^ CF3; 
C3-C10 carbocycle substituted with 0-3 R^*^; 
C6"Cio aryl substituted with 0-3 R^*^; and 




(I) 



[H; 
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5 to 10 member ed heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle is 
sxibstituted with 0-3 R^^; 

R^^, at each occurrence, is independently selected from H, OH, 
CI, F, Br, I, CN, N02/ NR^SrIS^ CF3, Ci-Cg alkyl, C1-C4 
alkoxy, Ci-Cg haloalkyl, and C1-C4 haloalkoxy; ] 

r2 is independently selected from H [,] and Ci-Ce alkyl [, C3- 
Cio carbocycle, Ce-Cio aryl, and 5 to 10 membered 
heterocycle containing 1 to 4 heteroatoms selected from 
nitrogen, oxygen, and sulphur] ; 

r3 is - {CR7R7a)^_R4^ 

- (CR7R7a)^_s- (CR7R7a)^_R4^ 

- (CR7R7a)^_o- ( CR7R7a ) ^_r4 ^ 

- (CR7R7a)^_N(R7b) _ (CR7R7a) ^_r4 ^ 

- (CR7R7a)^_s (=0) - ( CR7R7a) ^.r4 ^ 

- ( CR7R7a ) S ( =0 ) 2 " ( CR7R7a ) ^_r4 ^ 

- (CR7R7a)^_c(=0) - (CR7R7a) ^_r4 ^ 

- (CR7R7a)^_N(R7b)c(=0) - ( CR7R7a ) ^_r4 ^ 

- (CR7R7a)^_C(=0)N(R7b) - (CR7R7a ) ^_r4 ^ 

- (CR7R7a)^_N(R7b) S (=0)2" ( CR7R7a ) ^_r4 ^ or 

- ( CR7R7a ) S ( =0 ) 2N ( R7b ) - ( CR7R7a ) ^_r4 . 

n is 0, 1, 2, or 3 ; 
m is 0, 1, 2, or 3 ; 

R^a is H, OH, C1-C4 alkyl, C1-C4 alkoxy, C2-C4 alkenyl 
or C2-C4 alkenyloxy; 

r4 is H, OH, ORl^a, 

Ci-Ce alkyl substituted with 0-3 R^^, 
C2-C6 alkenyl substituted with 0-3 R^^, 
C2-C6 alkynyl substituted with 0-3 R^^, 
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C3-C10 carbocycle substituted with 0-3 R^^, 

Ce-Cio aryl substituted with 0-3 R^^, or 

5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle is 
substituted with 0-3 R^t>. 

R^^, at each occurrence, is independently selected from [is] 
H, F, CI, Br, I, CF3, 

C3-C10 carbocycle substituted with 0-3 R^^, 

Ce-Cio aryl substituted with 0-3 R^^, or 

5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle is 
substituted with 0-3 R^^^; 

R^^, at each occurrence, is independently selected from H, OH, 
CI, F, Br, I, CN, NO2, NR15r16^ CF3 , acetyl, SCH3 , 
S(=0)CH3, S(=0)2CH3, 

Ci-Ce alkyl, C1-C4 alkoxy, C1-C4 haloalkyl, 
C1-C4 haloalkoxy, and C1-C4 haloalkyl-S- ; 

r5 is H, ORl^; 

Ci-Ce alkyl substituted with 0-3 R^^; 

C1-C6 alkoxy substituted with 0-3 R^^; 

C2-C6 alkenyl substituted with 0-3 R^^; 

C2-C6 alkynyl substituted with 0-3 R^^; 

C3-C10 carbocycle substituted with 0-3 R^*^^; 

Ce-Cio aryl substituted with 0-3 R^^; or 

5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle is 
substituted with 0-3 R^C; 

R5a is H, OH, C1-C4 alkyl, C1-C4 alkoxy, C2-C4 alkenyl, or C2- 
C4 alkenyloxy; 
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R^^, at each occurrence, is independently selected from: 
H, Ci-Ce alkyl, CF3 , ORl^, cl, F, Br, I, =0, CN, NO2 , 
jsjr15r16 . 

C3-C10 carbocycle substituted with 0-3 R^^; 

Ce-Cio aryl substituted with 0-3 R^^; or 

5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle is 
substituted with 0-3 R^C; 

r5<=, at each occurrence, is independently selected from H, OH, 
CI, F, Br, I, CN, NO2, NR15r16^ CF3 , acetyl, SCH3 , 
S(=0)CH3, S(=0)2CH3, 

Ci-Ce alkyl, C1-C4 alkoxy, C1-C4 haloalkyl, 
C1-C4 haloalkoxy, and C1-C4 haloalkyl-S- ; 

R^ is H; 

Ci-Ce alkyl substituted with 0-3 R^^; 

C3-C10 carbocycle substituted with 0-3 R^^; or 

Ce-Cio aryl substituted with 0-3 R^^; 

R^^, at each occurrence, is independently selected from H, 
C1-C6 alkyl, 0Rl4, Cl, F, Br, I, =0, CN, NO2 , NR^^R^^^ 
aryl or CF3 ; 

R^^, at each occurrence, is independently selected from H, OH, 
Cl, F, Br, I, CN, NO2, Nr15r16^ CF3 , Ci-Ce alkyl, C1-C4 
alkoxy, C1-C4 haloalkyl, and C1-C4 haloalkoxy; 

R"^, at each occurrence, is independently selected from H, OH, 
Cl, F, Br, I, CN, NO2, CF3, phenyl and C1-C4 alkyl; 

R'^^, at each occurrence, is independently selected from H, OH, 
Cl, F, Br, I, CN, NO2, CF3,and C1-C4 alkyl; 



r'^^ is independently selected from H and C1-C4 alkyl; 
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Ring B is a 7 membered lactam or thiolactam, 

wherein the lactam is 2-oxo-azepinvl or thiolactam is 2- 
thioxo-azepinyl [saturated, partially saturated or 
unsaturated] ; 

wherein each additional lactam carbon or thiolactam 
carbon is substituted with 0-2 R^; provided two R^^ 
substituents are present on adjacent atoms and are 
combined to form a benzo fused radical; wherein said 
benzo fused radical is substituted with 0-4 R^^; 

and, 

wherein [optionally, ] the lactam or thiolactam contains 
a heteroatom selected from [-0-, -S-, -S{=0)-, - 
S(=0)2-/] -N=, -NH-, and -N(RlO)-; 



[additionally, two R^^ substituents on adjacent atoms may be 
combined to form a benzo fused radical; wherein said 
benzo fused radical is substituted with 0-4 R^^; 

additionally, two R^^ substituents on adjacent atoms may be 
combined to form a 5 to 6 membered heteroaryl fused 
radical, wherein said 5 to 6 membered heteroaryl fused 
radical comprises 1 or 2 heteroatoms selected from N, O, 
and S; wherein said 5 to 6 membered heteroaryl fused 
radical is substituted with 0-3 R^^; 

additionally, two R^^ substituents on the same or adjacent 

carbon atoms may be combined to form a C3-C6 carbocycle 
substituted with 0-3 r"; ] 

RlO is H, C(=0)r17, C(=0)0R17, C ( =0) NR^^RI^ , 
S ( =0) 2NR18r19 , S ( =0) 2R^^ ; 

C1-C6 alkyl optionally substituted with 0-3 R^^a. 
Ce-Cio aryl substituted with 0-4 R^^^; 
C3-C10 carbocycle substituted with 0-3 R^^^; or 
5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
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sulphur, wherein said 5 to 10 membered heterocycle is 
substituted with 0-3 R^^^; 

RlOa^ at each occurrence, is independently selected from H, 
Ci-C6 alkyl, OR^^, CI, F, Br, I, =0, CN, NO2 , NRI^rI^, 
CF3, or aryl substituted with 0-4 RiOt>. 

R^Q^, at each occurrence, is independently selected from H, 
OH, Ci-Ce alkyl, C1-C4 alkoxy, CI, F, Br, I, CN, NO2, 
NR15r16^ CF3, acetyl, SCH3 , S(=0)CH3, S(=0)2CH3, Ci-Ce 
alkyl, C1-C4 alkoxy, C1-C4 haloalkyl, C1-C4 haloalkoxy, 
and C1-C4 haloalkyl-S- ; 

R^l, at each occurrence, is independently selected from 
H, C1-C4 alkoxy, CI, F, Br, I, =0, CN, NO2 , NRI^rI^, 

C(=0)R17, C(=0)0R17, C(=0)NR18r19^ S ( =0) 2NR18r19 , CF3 ; 
Ci-Ce alkyl optionally substituted with 0-3 R^^^; 
Ce-Cio aryl substituted with 0-3 R^^^; 
C3-C10 carbocycle substituted with 0-3 R^^^; or 
5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle is 
substituted with 0-3 R^^; 

R^i^, at each occurrence, is independently selected from 

H, Ci-Ce alkyl, OR^^, cl, F, Br, I, =0, CN, NO2 , NR15r16^ 
CF3; 

phenyl substituted with 0-3 R^^^; 

C3-C6 cycloalkyl substituted with 0-3 R^^^; and 

5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^l^; 

rH^, at each occurrence, is independently selected from H, 
OH, Cl, F, Br, I, CN, NO2 , NR^^Rie^ CF3 , acetyl, SCH3 , 
S(=0)CH3, S(=0)2CH3, 
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Ci-Ce alkyl, C1-C4 alkoxy, C1-C4 haloalkyl, 
C1-C4 haloalkoxy, and C1-C4 haloalkyl-S- ; 



Z is H; 

Ci-Cg alkyl substituted with 1-3 R^^ ; 

C2-C4 alkenyl substituted with 1-3 . 

C2-C4 alkynyl substituted with 1-3 R^^; 

Ci-Ce alkyl substituted with 0-3 R^^a. 

C2-C4 alkenyl substituted with 0-3 R^^a. 

C2-C4 alkynyl substituted with 0-3 R^^a. 

Ce-Cio aryl substituted with 0-4 R^^b. 

C3-C10 carbocycle substituted with 0-4 R^^b. q^- 

5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle is 
substituted with 0-3 Rl2b. 

R^^ , at each occurrence, is independently selected from 
Ce-Cio aryl substituted with 0-4 R^^b. 
C3-C10 carbocycle substituted with 0-4 R^^b. or 
5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle is 
substituted with 0-3 R^^b. 

j^l2a^ at each occurrence, is independently selected from 

H, OH, CI, F, Br, I, CN, NO2 , NR15r16^ -C ( =0) NR15r16 ^ CF3 , 

acetyl, SCH3 , S(=0)CH3, S(=0)2CH3, 

Ci-Ce alkyl, C1-C4 alkoxy, C1-C4 haloalkyl, 

C1-C4 haloalkoxy, or C1-C4 haloalkyl-S-; 

Rl2b^ a^t each occurrence, is independently selected from 

H, OH, CI, F, Br, I, CN, NO2 , NR15r16^ CF3 , acetyl, SCH3 , 
S(=0)CH3, S(=0)2CH3, 

Ci-Ce alkyl, C1-C4 alkoxy, C1-C4 haloalkyl, 
C1-C4 haloalkoxy, and C1-C4 haloalkyl-S-; 
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R^^ , at each occurrence, is independently selected from 

H, OH, Ci-Ce alkyl, C1-C4 alkoxy, CI, F, Br, I, CN, NO2 , 
NR15r16^ and CF3 ; 

is H, phenyl, benzyl, Ci-Ce alkyl, C2-C6 alkoxyalkyl, or 
C3-C6 cycloalkyl; 

r1^^ is H, phenyl, benzyl, or C1-C4 alkyl; 

r1^, at each occurrence, is independently selected from H, Ci- 
Ce alkyl, benzyl, phenethyl, (Ci-Ce alkyl ) -C ( =0) - , and 
(C1-C6 alkyl) -S (=0)2-; 

r1^, at each occurrence, is independently selected from 
H, OH, Ci-Ce alkyl, benzyl, phenethyl, 
(C1-C6 alkyl) -C (=0) -, and (Ci-Ce alkyl) -S (=0) 2- ; 

r17 is H, Ci-Ce alkyl, C2-C6 alkoxyalkyl, 
aryl substituted by 0-4 R^'^^, or 
-CH2-aryl substituted by 0-4 Rl^a. 

Rl7a is H, methyl, ethyl, propyl, butyl, methoxy, ethoxy, 
propoxy, butoxy, -OH, F, CI, Br, I, CF3 , OCF3 , SCH3 , 
S(0)CH3, SO2CH3, -NH2, -N(CH3)2, or C1-C4 haloalkyl; 

R^^, at each occurrence, is independently selected from 
H, Ci-Ce alkyl, phenyl, benzyl, phenethyl, 
(Ci-Ce alkyl) -C (=0) and (Ci-Ce alkyl ) -S (=0) 2- ; and 

R^^, at each occurrence, is independently selected from 
H, OH, C'l-Ce alkyl, phenyl, benzyl, phenethyl, 
(C1-C6 alkyl) -C(=0) -, and (Ci-Ce alkyl ) -S (=0) 2- ; 

provided, when R^^ is H, 
then Z is H; 

C4-C8 alkyl substituted with 1-3 R^^; 

C2-C4 alkenyl substituted with 1-3 Rl2; 
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C2-C4 alkynyl substituted with 1-3 Rl2 ; 
Ci-Cs alkyl substituted with 0-3 Rl2a. 
C2-C4 alkenyl substituted with 0-3 R^^a. q^- 
C2-C4 alkynyl substituted with 0-3 R^^a. ^^d 

provided, when ring B is a 1 , 3 , 4 , 5-tetrahydro-l- (Z) -5- (R^O) - 
6, 6,7, 7-tetra(Rli) -2, 4-dioxo-2H-l , 5-diazepin-3 -yl core, and 
r13 is H; then 

RlO is H, C(=0)Rl7, C(=0)0R17, C ( =0) NR18r19 ^ 
S ( =0) 2NR18r19 ^ s ( =0) 2R^'^ ; or 

Ci-Ce alkyl optionally substituted with 0-3 rI^^; 

RlOa^ at each occurrence, is independently selected from 

H, Ci-Ce alkyl, OR^^, CI, F, Br, I, =0, CN, NO2 , NR15r16^ 
and CF3 . 

2. (Amended) A compound, according to Claim 1, of Formula 



or a pharmaceutically acceptable salt thereof, 
wherein : 

Z is H; 

Ci-Cs alkyl substituted with 0-3 Rl2a. 

C2-C4 alkenyl substituted with 0-3 R^^a. ^-^ 

C2-C4 alkynyl substituted with 0-3 R^^a^ 

3. (Amended) A compound according to Claim 2 of Formula 



(la) : 




(la) 



(la) 
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Ilai 



or a pharmaceuticallv acceptable salt thereof, 

wherein : 

r3 is - (CR'7R7a)^-R4^ 

- ( CR7R7a )^-S-( CR7R7a ) ^_r4 ^ 

- ( CR7R7a ) ^_o- { CR7R7a ) ^_r4 ^ 

- (CR7R7a)^_isr(R7b) _ (CR7R7a ) ^_r4 . 

n is 0, 1, or 2; 
m is 0, 1, or 2; 

R^^ is H, OH, methyl, ethyl, propyl, butyl, methoxy, ethoxy, 
propoxy, butoxy, allyl, or 3-buten-l-yl ; 

r4 is H, OH, ORl^a^ 

Ci-Ce alkyl substituted with 0-3 R^^, 

C2-C6 alkenyl substituted with 0-3 R^^, 

C2-C6 alkynyl substituted with 0-3 R^^, 

C3-C10 carbocycle substituted with 0-3 R^*^, 

Ce-Cio aryl substituted with 0-3 R^^, or 

5 to 10 membered heterocycle containing 1 to 4 



heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle is 
substituted with 0-3 R^^; 



R^^, at each occurrence, is independently selected from [is] 
H, F, CI, Br, I, CF3, 

C3-C10 carbocycle substituted with 0-3 R^^, 

Ce-Cio aryl substituted with 0-3 R^^, or 

5 to 10 membered heterocycle containing 1 to 4 



heteroatoms selected from nitrogen, oxygen, and 
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sulphur, wherein said 5 to 10 membered heterocycle is 
substituted with 0-3 R^^; 

R^^, at each occurrence, is independently selected from H, OH 
CI, F, Br, I, CN, NO2, NR15r16^ CF3 , acetyl, SCH3 , 
S(=0)CH3, S(=0)2CH3, Ci-Ce alkyl, C1-C4 alkoxy, C1-C4 
haloalkyl, and C1-C4 haloalkoxy; 

r5 is H, ORl^; 

Ci-Ce alkyl substituted with 0-3 R^^; 

Ci-Ce alkoxy substituted with 0-3 R^^; 

C2-C6 alkenyl substituted with 0-3 R^^; 

C2-C6 alkynyl substituted with 0-3 R^^; 

C3-C10 carbocycle substituted with 0-3 R^^; 

Ce-Cio aryl substituted with 0-3 R^^; or 

5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle is 
substituted with 0-3 R^C; 

R^a is H or C1-C4 alkyl; 

R^^, at each occurrence, is independently selected from: 
H, C1-C6 alkyl, CF3, 0R14, ci, F, Br, I, =0, CN, NO2 , 

]sjr15r16. 

C3-C10 carbocycle substituted with 0-3 R^^ ; 

Ce-Cio aryl substituted with 0-3 R^C; or 

5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle is 
substituted with 0-3 R^C; 

r5^, at each occurrence, is independently selected from H, OH, 
CI, F, Br, I, CN, NO2, NR15r16^ CF3 , acetyl, SCH3 , 
S(=0)CH3, S(=0)2CH3, Ci-Ce alkyl, C1-C4 alkoxy, C1-C4 
haloalkyl, and C1-C4 haloalkoxy; 
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is H, methyl, or ethyl; 

R'^ , at each occurrence, is independently selected from H, OH, 
CI, F, Br, I, CN, NO2, CF3, phenyl and C1-C4 alkyl; 

R"^^, at each occurrence, is independently selected from H, OH, 
CI, F, Br, I, CN, NO2, CF3, and C1-C4 alkyl; 

r'^*^ is independently selected from H, methyl, ethyl, propyl, 
and butyl ; 

Ring B is selected from 

GO O 



[a 7 meznbered lactam or thlolactam, 

wherein the lactam or thlolactam is saturated, partially 

saturated or unsaturated; 
wherein each additional lactam carbon or thiolactam 

carbon is substituted with 0-2 R^^; and, 
optionally, the lactam or thiolactam contains a 

heteroatom selected from, -0-, -S-, -S(=0)-, -S{=0)2-/ 

-N=:, -NH-, and -N(r10)-; 

additionally, two R^^ substituents on adjacent atoms may be 
combined to form a benzo fused radical; wherein said 
benzo fused radical is sxibstituted with 0-3 R^^; 

additionally, two R^^ substituents on adjacent atoms may be 
combined to form a 5 to 6 membered heteroaryl fused 
radical, wherein said 5 to 6 membered heteroaryl fused 
radical comprises 1 or 2 heteroatoms selected from N, O, 
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and S; wherein said 5 to 6 membered heteroaryl fused 
radical is substituted with 0-3 R^^. 

additionally, two R^^ substituents on the same or adjacent 

carbon atoms may be combined to form a C3-C6 carbocycle 
substituted with 0-3 R";] 

RlO is H, C(=0)Rl7, C(=0)0Rl7, c { =0) NR18r19 ^ 
S ( =0) 2NR18r19 ^ S ( =0) 2R^'^ ; 

Ci-Ce alkyl optionally substituted with 0-2 R^O^; 

Ce-Cio aryl substituted with 0-4 R^^^; 

C3-C10 carbocycle substituted with 0-3 R^^^; or 
5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle is 
substituted with 0-3 R^^^; 

RiOa^ at each occurrence, is independently selected from H, 
Ci-Ce alkyl, OR^^, CI, F, Br, I, =0, CN, NO2 , NR15r16^ 
CF3, or phenyl substituted with 0-4 R^^b. 

rIO^, at each occurrence, is independently selected from H, 
OH, Ci-Ce alkyl, C1-C4 alkoxy, Cl, F, Br, I, CN, NO2 , 
NR15r16^ or CF3; 

R^i, at each occurrence, is independently selected from 

H, C1-C4 alkoxy, Cl, F, Br, I, [=0, ] CN, NO2 , NR18r19^ 
C(=0)Rl7, C(=0)0Rl'7, C(=0)NR18r19, s ( =0) 2NR18r19 , CF3 ; 
Ci-Ce alkyl optionally substituted with 0-3 R^^^; 
Ce-Cio aryl substituted with 0-3 R^l^; 
C3-C10 carbocycle substituted with 0-3 R^^^; or 
5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle is 
substituted with 0-3 R^l^; 
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R^l^, at each occurrence, is independently selected from H, 
Ci-Ce alkyl, OR^^, CI, F, Br, I, =0, CN, NO2 , NR15r16^ 
CF3, or phenyl substituted with 0-3 R^^^; 

R^^*^, at each occurrence, is independently selected from 

H, OH, CI, F, Br, I, CN, NO2 , NR15r16^ CF3 , acetyl, SCH3 , 
S(=0)CH3, S(=0)2CH3, Ci-Ce alkyl, C1-C4 alkoxy, C1-C4 
haloalkyl, and C1-C4 haloalkoxy; 

Z is H; 

Ci-Ce alkyl substituted with 0-3 Rl2a; 
C2-C4 alkenyl substituted with 0-3 Rl2a; 
C2-C4 alkynyl substituted with 0-3 Rl2a; 

Rl2a^ at each occurrence, is independently selected from 

H, OH, CI, F, Br, I, CN, NO2 , NR15r16^ CF3 , acetyl, SCH3 , 
S(=0)CH3, S{=0)2CH3, Ci-Ce alkyl, C1-C4 alkoxy, C1-C4 
haloalkyl, and C1-C4 haloalkoxy; 

R^^, at each occurrence, is independently selected from 

H, OH, Ci-Ce alkyl, C1-C4 alkoxy, CI, F, Br, I, CN, NO2 , 
NR15r16^ and CF3 ; 

r1^ is H, phenyl, benzyl, Ci-Ce alkyl, or C2-C6 alkoxyalkyl; 

Rl4a is H, phenyl, benzyl, methyl, ethyl, propyl, or butyl; 

r15, at each occurrence, is independently selected from H, Ci- 
Ce alkyl, benzyl, phenethyl, (Ci-Ce alkyl) -C (=0) - , and 
(Ci-Ce alkyl) -S(=0)2-; 

R^^, at each occurrence, is independently selected from 
H, OH, Ci-Ce alkyl, benzyl, phenethyl, 
(Ci-Ce alkyl) -C(=0) -, and (Ci-Ce alkyl ) -S (=0) 2- ; 

rI'^ is H, Ci-Ce alkyl, C2-C6 alkoxyalkyl, 
aryl substituted by 0-4 R^*^^, or 
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-CH2-aryl substituted by 0-4 R^'^^; 

Rl7a is H, methyl, ethyl, propyl, butyl, methoxy, ethoxy, 
propoxy, butoxy, -OH, F, Cl, Br, I, CF3 , OCF3, SCH3 , 
S(0)CH3, SO2CH3, -NH2, -N(CH3)2, or C1-C4 haloalkyl ; 

R^^, at each occurrence, is independently selected from 
H, Ci-Ce alkyl, phenyl, benzyl, phenethyl, 
(Ci-Ce alkyl) -C (=0) -, and (Ci-Ce alkyl ) -S ( =0) 2- ; and 

r1^, at each occurrence, is independently selected from 

H, OH, Ci-Ce alkyl, phenyl, benzyl, phenethyl, 
(Ci-Ce alkyl) -C(=0) -, and (Ci-Ce alkyl) -S (=0) 2- . 



4. (Twice Amended) A compound according to Claim 3 of Formula 



or a pharmaceutically acceptable salt thereof^ 

wherein : 

r3 is -(CHR7)n-R^, 
n is 0 or 1; 

r3^ is H, OH, methyl, ethyl, propyl, butyl, methoxy, ethoxy, 

propoxy, butoxy, allyl, or 3 -buten-l-yl ; 
R4 is H, OH, ORl^^, 

C1-C4 alkyl substituted with 0-2 R^^, 

C2-C4 alkenyl substituted with 0-2 R^^, 

C2-C4 alkynyl substituted with 0-1 R^a, 



(la) 




llal 
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C3-C6 carbocycle substituted with 0-3 R^^, 

C6-C10 aryl substituted with 0-3 R^^, or 

5 to 6 mertvbered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 5 membered heterocycle is 
substituted with 0-3 R^b; 

R^^, at each occurrence, is independently selected from [is] 
H, F, CI, Br, I, CF3, 

C3-C6 carbocycle substituted with 0-3 R^^, 

phenyl substituted with 0-3 R^^, or 

5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^^; 

R^*^, at each occurrence, is independently selected from H, OH, 
CI, F, Br, I, CN, NO2/. NR^'-SrIS., CF3 , acetyl, SCH3 , 
S(=0)CH3, S(=0)2CH3, C1-C4 alkyl, C1-C3 alkoxy, C1-C2 
haloalkyl, and C1-C2 haloalkoxy; 

r5 is H, 0r14. 

C1-C4 alkyl substituted with 0-3 R^b; 
C2-C4 alkenyl substituted with 0-3 R^^; 
C2-C4 alkynyl substituted with 0-3 R^^; 

r5^ is H, methyl, ethyl, propyl, or butyl; 

R^b, at each occurrence, is independently selected from: 

H, methyl, ethyl, propyl, butyl, CF3 , OR^^, CI, F, Br, I, 

=0; 

C3-C6 carbocycle substituted with 0-3 R^^; 

phenyl substituted with 0-3 R^^; or 

5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^C; 
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R^^, at each occurrence, is independently selected from H, OH, 
CI, F, Br, I, CN, NO2, NR15r16^ CF3 , acetyl, SCH3 , 
S{=0)CH3, S{=0)2CH3, C1-C4 alkyl, C1-C3 alkoxy, C1-C2 
haloalkyl, and C1-C2 haloalkoxy; 

r6 is H; 

R'^, at each occurrence, is independently selected from H, F, 
CF3, methyl, and ethyl; 

Ring B is selected from 

00 O 



[a 7 meznbered lactam or thxolactam, 

wherein the lactam or thiolactam is saturated, partially saturated or 

unsaturated; 

wherein each additional lactam carbon or thiolactam 
carbon is substituted with 0-2 R^^; and, 

optionally, the lactam or thiolactam contains a 

heteroatom selected from -N=, -NH-, and -N(R^^)-; 

additionally, two R^^ substituents on adjacent atoms may be 
combined to form a benzo fused radical; wherein said 
benzo fused radical is siibstituted with 0-2 R^^. 

additionally, two R^^ substituents on adjacent atoms may be 
combined to form a 5 to 6 membered heteroaryl fused 
radical, wherein said 5 to 6 membered heteroaryl fused 
radical comprises 1 or 2 heteroatoms selected from N, O, 
and S; wherein said 5 to 6 membered heteroaryl fused 
radical is substituted with 0-2 R^^; 
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additionally, t:wo R^^ substituents on the same or adjacent 

carbon atoms may be combined to form a C3-C6 carbocycle 
substituted with 0-2 R^^;] 

RlO is H, C(=0)Rl7, C(=0)0R17; 

C1-C4 alkyl optionally substituted with 0-1 R^Oa. 
phenyl substituted with 0-4 R^^b. 
C3-C6 carbocycle substituted with 0-3 R^^^; or 
5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^^b. 

RiOa[^ at each occurrence,] is [independently] selected from 
H, C1-C4 alkyl, 0R14, CI, F, Br, I, =0, CN, NO2 , NR15r16^ 
CF3, or phenyl substituted with 0-4 R^^^; 

RlOb^ at each occurrence, is independently selected from H, 
OH, C1-C4 alkyl, C1-C3 alkoxy, CI, F, Br, I, CN, NO2 , 
NR15r16^ or CF3; 

rH[, at each occurrence,] is [independently] selected from 
H, C1-C4 alkoxy, CI, F, [=0, ] NR^^rIS^ C(=0)r17, 
C(=0)0R17, CF3; 

Ci-Ce alkyl optionally substituted with 0-3 R^^^; 

Ce-Cio aryl substituted with 0-3 R^l^; 

C3-C6E6] carbocycle substituted with 0-3 R^^^; or 
5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^^^; 

R^i^, at each occurrence, is independently selected from H, 
C1-C4 alkyl, ORi4, F, =0, NR15r16^ CF3 , or phenyl 

substituted with 0-3 R^^^; 
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R^^^, at each occurrence, is independently selected from H, 

OH, CI, F, NR15r16^ CF3, C1-C4 alkyl, C1-C3 alkoxy, C1-C2 
haloalkyl, and C1-C2 haloalkoxy; 

Z is H; 

C1-C4 alkyl substituted with 0-3 Rl2a; 

C2-C4 alkenyl substituted with 0-3 Ri2a; 

C2-C4 alkynyl substituted with 0-3 Rl2a; 

Rl2a, at each occurrence, is independently selected from 
H, OH, CI, F, NR15r16^ CF3 , acetyl, SCH3 , S(=0)CH3, 
S(=0)2CH3, C1-C4 alkyl, C1-C3 alkoxy, C1-C2 haloalkyl, and 
C1-C2 haloalkoxy; 

R^^, at each occurrence, is independently selected from 

H, OH, Ci-Ce alkyl, C1-C4 alkoxy, CI, F, Br, I, CN, NO2 , 
NR15r16^ and CF3 ; 

r1^ is H, phenyl, benzyl, C1-C4 alkyl, or C2-C4 alkoxyalkyl ; 

R^^, at each occurrence, is independently selected from H, Ci- 
C4 alkyl, benzyl, phenethyl, (C1-C4 alkyl ) -C ( =0) - , and 
(C1-C4 alkyl)-S(=0)2-; 

R^^, at each occurrence, is independently selected from 
H, OH, C1-C4 alkyl, benzyl, phenethyl, 
{C1-C4 alkyl) -C(=0) -, and (C1-C4 alkyl ) -S ( =0) 2- ; 

R^"^ is H, methyl, ethyl, propyl, butyl, methoxymethyl , 
ethoxymethyl , methoxyethyl , ethoxyethyl , 
phenyl substituted by 0-3 R^'^^, or 
-CH2-phenyl substituted by 0-3 R^'^^; 

Rl7a is H, methyl, methoxy, -OH, F, CI, CF3 , or OCF3 ; 
R^Q, at each occurrence, is independently selected from 
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methyl, ethyl, propyl, butyl, phenyl, benzyl, and 
phenethyl ; and 



R^^, at each occurrence, is independently selected from 
H, methyl, and ethyl. 



6. (Twice Amended) A compound according to Claim 4 [5] of 
Formula (Ic) : 



or a pharmaceutically acceptable salt thereof 
wherein 

r3 is 

R^ is C1-C4 alkyl substituted with 0-1 R^a, 

C2-C4 alkenyl substituted with 0-1 R^a^ or 
C2-C4 alkynyl substituted with 0-1 R^^. 

R^^[, at each occurrence,] is [independently] selected from 
H, F, CF3, 

C3-C6 carbocycle substituted with 0-3 R^^, 

phenyl substituted with 0-3 R^^, or 

5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^^; wherein said 5 to 6 membered 
heterocycle is selected from pyridinyl, pyrimidinyl, 
triazinyl, f uranyl , thienyl, thiazolyl, pyrrolyl, 
piperazinyl, piperidinyl, pyrazolyl, imidazolyl, 
oxazolyl, isoxazolyl, and tetrazolyl; 




R 



(Ic) 
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R^^, at each occurrence, is independently selected from H, OH, 
CI, F, NR15r16^ CF3, acetyl, SCH3 , S(=0)CH3, S(=0)2CH3, 

methyl, ethyl, propyl, butyl, methoxy, ethoxy, propoxy, 
C1-C2 haloalkyl, and C1-C2 haloalkoxy; 



is C1-C4 alkyl substituted with 0-1 R^b; 
C2-C4 alkenyl substituted with 0-1 R^h; 
C2-C4 alkynyl substituted with 0-1 R^b; 



R^b[, at each occurrence,] is [independently] selected from: 
H, methyl, ethyl, propyl, butyl, CF3 , OR^^, =0; 
C3-C6 carbocycle substituted with 0-2 R^*=; 
phenyl substituted with 0-3 R^^; or 
5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^^; wherein said 5 to 6 membered 
heterocycle is selected from pyridinyl, pyrimidinyl, 
triazinyl, f uranyl , thienyl, thiazolyl, pyrrolyl, 
piperazinyl, piperidinyl, pyrazolyl, imidazolyl, 
oxazolyl, isoxazolyl, and tetrazolyl; 

r5^, at each occurrence, is independently selected from H, OH, 
CI, F, NR15r16^ cf3^ acetyl, SCH3 , S(=0)CH3, S(=0)2CH3, 

methyl, ethyl, propyl, butyl, methoxy, ethoxy, propoxy, 
C1-C2 haloalkyl, and C1-C2 haloalkoxy; 



r11[, at each occurrence,] is [independently] selected from 
H, [=0,] NR18r19, CF3; 

C1-C4 alkyl optionally substituted with 0-1 R^^^; 

phenyl substituted with 0-3 R^^^; 

C3-C6 carbocycle substituted with 0-3 R^^; and 
5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^^; wherein said 5 to 6 
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membered heterocycle is selected from pyridinyl, 
pyrimidinyl , triazinyl , f uranyl , thienyl , thiazolyl , 
pyrrolyl , piperazinyl , piperidinyl , pyrazolyl , 
imidazolyl, oxazolyl, isoxazolyl, and tetrazolyl; 

R^l^[, at each occurrence,] is [independently] selected from 
H, C1-C4 alkyl, OR^^, F, [Cl, ] =0, NR15r16^ CF3 , or 

phenyl substituted with 0-3 R^^^; 

rH^, at each occurrence, is independently selected from H, 
OH, CI, F, NR15r16^ CF3 , methyl, ethyl, propyl, butyl, 
methoxy, ethoxy, propoxy, C1-C2 haloalkyl, and C1-C2 
haloalkoxy ; 

Z is H; 

Ci"C4 alkyl substituted with 0-3 R^^a; 
C2-C4 alkenyl substituted with 0-3 Ri2a; or 
C2-C4 alkynyl substituted with 0-3 Ri2a; 

Ri2a^ at each occurrence, is independently selected from 
H, OH, CI, F, NR15r16^ CF3 , acetyl, SCH3 , S(=0)CH3, 
S(=0)2CH3, methyl, ethyl, propyl, butyl, methoxy, ethoxy, 
propoxy, C1-C2 haloalkyl, and C1-C2 haloalkoxy; 

r13, at each occurrence, is independently selected from 

H, OH, methyl, ethyl, propyl, butyl, methoxy, ethoxy, 
CI, F, Br, CN, NR15r16^ and CF3 ; 

r1^ is H, phenyl, benzyl, methyl, ethyl, propyl, or butyl; 

r15^ at each occurrence, is independently selected from H, 
methyl, ethyl, propyl, and butyl; 

R^^, at each occurrence, is independently selected from 

H, OH, methyl, ethyl, propyl, butyl, benzyl, phenethyl, 
methyl -C ( =0) ethyl-C(=0) -, 
methyl-S (=0) 2-, and ethyl-S ( =0) 2- ; 
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R^^, at each occurrence, is independently selected from 

H , methyl , ethyl , propyl , butyl , phenyl , benzyl , and 
phenethyl ; and 



R^^ , at each occurrence, is independently selected from 
H, methyl, and ethyl. 



8. (Twice Amended) A compound according to Claim 4 [5] of 
Formula ( le) : 



or a pharmaceutically acceptable salt thereof wherein: 
r3 is 

r4 is C1-C4 alkyl substituted with 0-1 R^a, 

C2-C4 alkenyl substituted with 0-1 R^^^ or 
C2-C4 alkynyl substituted with 0-1 R^a; 

R^^[, at each occurrence,] is [independently] selected from 
H, F, CF3, 

C3-C6 carbocycle substituted with 0-3 R^^, 

phenyl substituted with 0-3 R^^, or 

5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^^; wherein said 5 to 6 membered 
heterocycle is selected from pyridinyl, pyrimidinyl, 
triazinyl, f uranyl , thienyl, thiazolyl, pyrrolyl. 




(le) 
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piperazinyl, piperidinyl, pyrazolyl, imidazolyl, 
oxazolyl, isoxazolyl, and tetrazolyl; 

R^^, at each occurrence, is independently selected from H, OH, 
CI, F, NR15r16, CF3, acetyl, SCH3, S(=0)CH3, S(=0)2CH3, 

methyl, ethyl, propyl, butyl, methoxy, ethoxy, propoxy, 
C1-C2 haloalkyl, and C1-C2 haloalkoxy; 

R^ is C1-C4 alkyl substituted with 0-1 R^^; 

C2-C4 alkenyl substituted with 0-1 R^h; 
C2-C4 alkynyl substituted with 0-1 R^h; 

r5^[, at each occurrence,] is [independently] selected from: 
H, methyl, ethyl, propyl, butyl, CF3 , OR^^, =0; 
C3-C6 carbocycle substituted with 0-2 R^^; 
phenyl substituted with 0-3 R^^;- or 
5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^^; wherein said 5 to 6 membered 
heterocycle is selected from pyridinyl, pyrimidinyl, 
triazinyl, f uranyl , thienyl, thiazolyl, pyrrolyl, 
piperazinyl, piperidinyl, pyrazolyl, imidazolyl, 
oxazolyl, isoxazolyl, and tetrazolyl; 

R^^, at each occurrence, is independently selected from H, OH, 
CI, F, NR15r16^ cf3^ acetyl, SCH3 , S(=0)CH3, S(=0)2CH3, 

methyl, ethyl, propyl, butyl, methoxy, ethoxy, propoxy, 
C1-C2 haloalkyl, and C1-C2 haloalkoxy; 

RlO is H, C(=0)Rl7, C(=0)0Rl7. 

C1-C4 alkyl optionally substituted with 0-1 R^^^; 

phenyl substituted with 0-4 R^^^; 

C3-C6 carbocycle substituted with 0-3 R^O^; or 

5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
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substituted with 0-3 R^^^; wherein said 5 to 6 
membered heterocycle is selected from pyridinyl, 
pyrimidinyl , triazinyl, furanyl, thienyl, thiazolyl, 
pyrrolyl, piperazinyl, piperidinyl, pyrazolyl, 
imidazolyl, oxazolyl, isoxazolyl, and tetrazolyl; 

RlOa[^ at each occurrence,] is [independently] selected from 
H, methyl, ethyl, propyl, butyl, OR^^, Cl, F, =0, 
NR15r16^ CF3, or phenyl substituted with 0-4 R^^^; 

R^Q^, at each occurrence, is independently selected from H, 
OH, methyl, ethyl, propyl, butyl, methoxy, ethoxy, 
propoxy, Cl, F, NR^^^ie^ ^^id CF3 ; 



Z is H; 

C1-C4 alkyl substituted with 0-3 Rl2a; 
C2-C4 alkenyl substituted with 0-3 Rl2a; or 
C2-C4 alkynyl substituted with 0-3 R^^a; 

Rl2a^ at each occurrence, is independently selected from 
H, OH, Cl, F, NR15r16, CF3, acetyl, SCH3 , S(=0)CH3, 
S(=0)2CH3, methyl, ethyl, propyl, butyl, methoxy, ethoxy, 
propoxy, C1-C2 haloalkyl, and C1-C2 haloalkoxy; 

R^^, at each occurrence, is independently selected from 

H, OH, methyl, ethyl, propyl, butyl, methoxy, ethoxy, 
Cl, F, Br, CN, NR15r16^ and CF3 ; 

R^^ is H, phenyl, benzyl, methyl, ethyl, propyl, or butyl; 

R^^, at each occurrence, is independently selected from H, 
methyl, ethyl, propyl, and butyl; 



R^^, at each occurrence, is independently selected from 

H, OH, methyl, ethyl, propyl, butyl, benzyl, phenethyl, 
methyl-C(=0) -, ethyl-C(=0) -, 
methyl-S (=0) 2- / and ethyl-S (=0) 2- ; 
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is H, methyl, ethyl, propyl, butyl, methoxymethyl , 
ethoxymethyl , methoxyethyl , ethoxyethyl , 
phenyl substituted by 0-3 R^'^^, or 
-CH2-phenyl substituted by 0-3 R^^a. 

rI*^^ is H, methyl, methoxy, -OH, F, CI, CF3 , or OCF3 ; 

R^^, at each occurrence, is independently selected from 

H , methyl , ethyl , propyl , butyl , phenyl , benzyl , and 
phenethyl; and 

R^^, at each occurrence, is independently selected from 
H, methyl, and ethyl. 



10. (Twice Amended) A compound, according to one of Claims 
[7,] 8, or 25 [9,] wherein: 

r3 is -CH3, -CH2CH3, -CH2CH2CH3, -CH2CH2CH2CH3 , 
-CH (CH3 ) 2 , -CH (CH3 ) CH2CH3 , -CH2CH (CH3 ) 2 , 
-CH2CF3 , -CH2CH2CF3 , -CH2CH2CH2CF3 , 
-CH=CH2 , -CH2CH=CH2 , -CH2C ( CH3 ) =CH2 , 
-CH2CH2CH=CH2, 
cis-CH2CH=CH(CH3) , 
trans-CH2CH=CH(CH3) , 
-C=CH, -CH2C=CH, -CH2C=C (CH3 ) , 

cyclopropyl-CH2- , cyclobutyl-CH2- , cyclopentyl-CH2- , 
cyclohexyl-CH2- / cyclopropyl-CH2CH2- , 
eye lobu ty 1 -CH2CH2 - , eye lopenty 1 -CH2CH2 - , 
cyclohexyl-CH2CH2- , phenyl -CH2 - , 

( 2 -F -phenyl ) CH2 - , (3 -F -phenyl ) CH2 - , (4 -F -phenyl ) CH2 - , 

( 2 -C 1 -phenyl ) CH2 - , (3 -Cl -phenyl ) CH2 - , ( 4 -Cl -phenyl ) CH2 - , 

(2, 3-diF-phenyl)CH2-, (2, 4 -diF-phenyl ) CH2- , 

(2, 5-diF-phenyl)CH2-, (2, 6-diF-phenyl ) CH2- , 

(3, 4-diF-phenyl) CH2-, (3, 5-diF-phenyl ) CH2- , 

(2, 3 -diCl -phenyl )CH2-, (2, 4-diCl-phenyl) CH2- , 
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(2, 5-diCl-phenyl)CH2-/ (2, 6 -diCl -phenyl ) CH2- , 

(3 , 4 -diCl -phenyl )CH2-/ (3 , 5 -diCl -phenyl ) CH2- , 

( 3 -F-4 -CI -phenyl ) CHg- , ( 3 -F-5-Cl-phenyl ) CH2- , 

( 3 -C 1 - 4 -F -phenyl ) CH2 - / phenyl -CH2CH2 - , 

( 2 -F-phenyl ) CH2CH2- , ( 3 -F-phenyl ) CH2CH2- , 

( 4 -F-phenyl ) CH2CH2 - / ( 2 -C 1 -phenyl ) CH2CH2 - , 

( 3 -CI -phenyl ) CH2CH2- , ( 4 -CI -phenyl ) CH2CH2 - , 

(2 , 3-diF-phenyl) CH2CH2-, (2, 4-diF-phenyl) CH2CH2-, 

(2, 5-diF-phenyl)CH2CH2-, {2, 6-diF-phenyl ) CH2CH2- , 

(3,4 -diF-phenyl ) CH2CH2 - , (3,5 -diF-phenyl ) CH2CH2- , 

(2,3 -diCl -phenyl ) CH2CH2 - , ( 2 , 4 -diCl -phenyl ) CH2CH2 - , 

( 2 , 5 -diCl -phenyl ) CH2CH2 - , (2,6 -diCl -phenyl ) CH2CH2 - , 

(3,4 -die 1 -phenyl ) CH2CH2 - , ( 3 , 5 -diCl -phenyl ) CH2CH2 - , 

(3-F-4-C1 -phenyl ) CH2CH2 - , or (3-F-5-C1 -phenyl ) CH2 CH2 - , 



r5 is -CH3, -CH2CH3, -CH2CH2CH3, -CH(CH3)2, -CH2CH2CH2CH3 , 
-CH ( CH3 ) CH2CH3 , -CH2CH ( CH3 ) 2 , -CH2C ( CH3 ) 3 . 
-CH2CH2CH2CH2CH3 , -CH ( CH3 ) CH2CH2CH3 , -CH2CH ( CH3 ) CH2CH3 , 
-CH2CH2CH ( CH3 ) 2 , -CH ( CH2CH3 ) 2 , -CH2CF3 , -CH2CH2CF3 , 
-CH2CH2CH2CF3 , -CH2CH2CH2CH2CF3 , -CH=CH2 , -CH2CH=CH2 , 
-CH=CHCH3, cis-CH2CH=CH(CH3) , trans -CH2CH=CH ( CH3 ) , 
trans-CH2CH=CH(C6H5) , -CH2CH=C (CH3 ) 2 , cis-CH2CH=CHCH2CH3 , 
trans -CH2CH=CHCH2CH3 , cis-CH2CH2CH=CH (CH3 ) , 
trans-CH2CH2CH=CH(CH3) , trans -CH2CH=CHCH2 (CeHs) , 
-C=CH, -CH2C=CH, -CH2CSC (CH3) , -CH2C=C (C6H5) , 
-CH2CH2C=CH, -CH2CH2C=C (CH3) , -CH2CH2C=C (C6H5) , 
cyclopropyl-CH2- , cyclobutyl-CH2- , cyclopentyl-CH2- , 
cyclohexyl-CH2- , (2-CH3-cyclopropyl ) CH2- / 
( 3 -CH3 -eye lobutyl ) CH2 - , 

eye lopropyl -CH2CH2 - , eye lobutyl -CH2CH2 - , 
cyclopentyl-CH2CH2- , eyelohexyl-CH2CH2- , 

( 2 -CH3 -eye lopropyl ) CH2CH2 - , (3 -CH3 -cyelobutyl ) CH2CH2 - , 
phenyl -CH2 - , (2 -F-phenyl ) CH2- , ( 3 -F-phenyl ) CH2 - , 

( 4 -F-phenyl ) CH2 - , f uranyl -CH2 - , thienyl -CH2 - / 
pyridyl-CH2- , l-iinida2olyl-CH2- , oxazolyl-CH2- , 
isoxazolyl-CH2- , 

phenyl -CH2CH2 - , (2 -F-phenyl ) CH2CH2 - , (3 -F-phenyl ) CH2CH2 - , 



93 




Amendment & Response - Docket No. DM-7076-A 
Serial No.: 09/505,788 
Date: April 10, 2002 

( 4 -F -phenyl ) CH2CH2 - , f urany 1 -CH2CH2 - , thieny 1 -CH2CH2 - , 
pyridyl-CH2CH2-, l-imidazolyl-CH2CH2- , oxazolyl-CH2CH2- , 
isoxazolyl-CH2CH2- ; 



Z is methyl, ethyl, i-propyl, n-propyl, n-butyl, i-butyl, s- 
butyl, t-butyl, or allyl; 

R^O is H, methyl, ethyl, phenyl, benzyl, phenethyl, 
4 -F-phenyl , ( 4 -F-phenyl ) CH2 - , ( 4 -F-phenyl ) CH2CH2 - , 
4 -CI -phenyl , (4 -CI -phenyl ) CH2- , ( 4 -Cl -phenyl ) CH2CH2- , 
4 -CH3 -phenyl , ( 4 -CH3 -phenyl ) CH2 - , (4 -CH3 -phenyl ) CH2CH2 - , 
4 -CF3 -phenyl , ( 4 -CF3 -phenyl ) CH2 - , or 
( 4 -CF3 -phenyl ) CH2CH2 - ; 



R^^, at each occurrence, is independently selected from 
H, =0, methyl, ethyl, phenyl, benzyl, phenethyl, 
4 -F-phenyl , ( 4 -F-phenyl ) CH2 - , (4 -F-phenyl ) CH2CH2 - , 

3 - F-phenyl , ( 3 -F-phenyl ) CH2 - , (3 -F-phenyl ) CH2CH2 - , 

2 - F-phenyl , ( 2 -F-phenyl ) CH2 - , ( 2 -F-phenyl ) CH2CH2 - , 

4- Cl-phenyl, ( 4-Cl-phenyl ) CH2- , ( 4 -Cl -phenyl ) CH2CH2- , 

3 - Cl-phenyl , ( 3 -Cl-phenyl ) CH2 - , (3 -Cl-phenyl ) CH2CH2 - , 

4 - CH3 -phenyl , ( 4 -CH3 -phenyl ) CH2 - , (4 -CH3 -phenyl ) CH2CH2 - , 

3 - CH3 -phenyl , ( 3 -CH3 -phenyl ) CH2 - , (3 -CH3 -phenyl ) CH2CH2 - , 

4 - CF3 -phenyl , ( 4 -CF3 -phenyl ) CH2 - , (4 -CF3 -phenyl ) CH2CH2 - , 
pyrid-2-yl, pyrid-3-yl, or pyrid-4-yl, and 

r13, at each occurrence, is independently selected from 
H, F, Cl, OH, -CH3, -CH2CH3, -OCH3, or -CF3 . 

11. (Amended) A compound according to Claim 2 selected from: 

(2R, 3S) Nl- [1, 3-dihydro-l-methyl-2-oxo-5-phenyl-2H-l, 4- 
benzodiazepin-3-yl] -2- (2-methylpropyl) -3-allyl-butanediamide; 



(2R, 3S) Nl- [1, 3-dihydro-l-methyl-2-oxo-5-phenyl-2H-l, 4- 
benzodiazepin-3-yl] -2- (2-methylpropyl) -3 -propyl - 
butanediamide ; 
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(2R, 3S) Nl- [ (3S) -1, 3-dihydro-l-methyl-2-oxo-5-phenyl-2H-l, 4- 
benzodiazepin-3-yl] -2- (2-inethylpropyl) -3 -allyl-butanediamide ; 

(2R, 3S) Nl- [ (3R) -1, 3-dihydro-l-methyl-2-oxo-5-phenyl-2H-l, 4- 
benzodiazepin-3-yl] -2- (2-inethylpropyl) -3 -allyl-butanediamide; 

(2R, 3S) Nl- [ {3R) -1, 3-dihydro-l-methyl-2-oxo-5-phenyl-2H-l, 4- 
benzodiazepin-3-yl] -2- (2-inethylpropyl) -3-propyl- 
butanediamide ; 

(2R, 3S) Nl- [ (3S) -1, 3-dihydro-l-methyl-2-oxo-5-phenyl-2H-l, 4- 
benzodiazepin-3-yl] -2- (2-inethylpropyl) -3-propyl- 
butanediamide ; 

{2R, 3S) Nl- [1, 3-dihydro-l-methyl-2-oxo-5-phenyl-2H-l, 4- 
benzodiazepin-3 -yl ] -2 -inethyl-3 -allyl-butanediamide ; 

(2R, 33) Nl- [ (3S) -1, 3-dihydro-l-methyl-2-oxo-5-phenyl-2H-l, 4- 
benzodiazepin-3 -yl ] -2 -methyl-3 -allyl-butanediamide ; 

(2R, 33) Nl- [ (33) -1, 3 -dihydro-l-methyl-2 -oxo-5-phenyl-2H- 1 , 4- 
benzodiazepin-3 -yl ] -2 -methyl-3 -propyl-butanediamide ; 

(2R) Nl- [1, 3 -dihydro-l-methyl-2 -oxo-5-phenyl-2H-l, 4- 
benzodiazepin-3 -yl] -2-methyl-butanediamide; 

(2R, 3S) Nl- [1, 3-dihydro-2-oxo-5-phenyl-2H-l , 4-benzodiazepin- 
3-yl] -2- (2-methylpropyl) -3 -allyl-butanediamide; 

(2R, 3S) Nl- [1, 3 -dihydro-l-methyl-2 -oxo-5-phenyl -7 -chloro-2H- 
1, 4-benzodiazepin-3-yl ] -2- (2-methylpropyl) -3 -allyl- 
butanediamide ; 

(2R, 33) Nl- [ (3S) -1, 3-dihydro-l-methyl-2-oxo-5-phenyl-7- 
chloro-2H-l, 4-benzodiazepin-3-yl] -2- (2-methylpropyl) -3 -allyl- 
butanediamide ; 
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(2R, 3S) Nl- [ (3R) -1, 3-dihydro-l-methyl-2-oxo-5-phenyl-7- 
chloro-2H-l, 4-benzodiazepin-3-yl] -2- ( 2 -methylpropyl ) -3-allyl- 
butanediamide ; 

(2R, 3S) Nl- [1, 3-dihydro-l-inethyl-2-oxo-5- (2-f luorophenyl) -7- 
chloro-2H-l, 4-benzodiazepin-3-yl] -2- ( 2 -methylpropyl ) -3-allyl- 
butanediamide ; 

(2R,3S) Nl-[ (3S) -1, 3-dihydro-l-methyl-2-oxo-5- (2- 

f luorophenyl) -7-chl oro— 2H— 1, 4 — benzodiazepin— 3 — yl ] —2— (2— 

methylpropyl ) -3 -allyl-butanediamide ; 

{2R, 33) Nl- [ (3R) -1 , 3 -dihydro-l-methyl-2 -oxo-5- ( 2 - 

f luorophenyl) -7-chloro-2H-l , 4-benzodiazepin-3 -yl ] -2- (2- 

methylpropyl ) -3 -allyl -butanediamide ; 

(2S, 33) Nl- [1, 3-dihydro-l-methyl-2-oxo-5-phenyl-2H-l, 4- 
benzodiazepin-3-yl] -2- (2 -methylpropyl) -3 -allyl-butanediamide; 

(2R, 33) Nl- [ (3S) -1 , 3-dihydro-l-methyl-2-oxo-5-phenyl-7- 
chloro-2H-l, 4-benzodiazepin-3-yl] -2- (2 -methylpropyl) -3- 
propyl -butanediamide ; 

(2R, 33) Nl- [ (3S) -1, 3-dihydro-l-methyl-2-oxo-5- (2- 

f luorophenyl) -7 -chloro-2H-l , 4-benzodia2epin-3 -yl ] -2- (2- 

methylpropyl ) -3 -propyl -butanediamide ; 

{2R, 3S) Nl- [1, 3-dihydro-l-methyl-2-oxo-5- ( 4- f luorophenyl) -2H- 
1 , 4-benzodiazepin-3-yl] -2- (2 -methylpropyl) -3-allyl- 
butanediamide ; 

(2R, 33) Nl- [ (3S) -1, 3-dihydro-l-methyl-2-oxo-5- (4- 

f luorophenyl) -2H-1 , 4-ben2odiazepin-3 -yl ] -2- (2 -methylpropyl ) - 

3 -allyl-butanediamide ; 
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(2R, 3S) Nl- [ (3R) -1, 3-dihydro-l-methyl-2-oxo-5- (4- 

f luorophenyl ) -2H-1, 4-benzodia2epin-3-yl] -2- (2-methylpropyl ) - 

3 -allyl-butanediamide ; 



(2R, 3S) Nl- [1, 3-dihydro-l-methyl-2-oxo-5- (pyrid-2-yl ) -2H-1 , 4- 
benzodiazepin-3-yl] -2- ( 2-inethylpropyl ) -3 -allyl-butanediaInide; 
(2R, 33) Nl- [1, 3-dihydro-l-methyl-2-oxo-5- (N-morpholino) -2H- 
1, 4-benzodiazepin-3-yl] -2- ( 2-inethylpropyl ) -3 -allyl- 
butanediamide ; 

(2R, 3S) Nl- [1, 3-dihydro-l-methyl-2-oxo-5- (dimethylamino) -2H- 
1, 4-benzodiazepin-3-yl] -2- (2-methylpropyl) -3 -allyl- 
butanediamide ; 

(2R, 3S) Nl- [1, 3-dihydro-l-methyl-2-oxo-5- (N-methyl-N- 
phenylamino) -2H-1, 4-benzodiazepin-3-yl] -2- (2-methylpropyl) -3- 
allyl-butanediamide; 

(2R, 3S) Nl- [1, 3-dihydro-l-methyl-2-oxo-5- (N-piperidinyl ) -2H- 
1, 4-benzodiazepin-3-yl] -2- (2-methylpropyl) -3 -allyl- 
butanediamide ; 

(2R, 3S) Nl- [1, 3-dihydro-l-methyl-2-oxo-5- (N-homopiperidinyl ) - 
2H-1 , 4-benzodiazepin-3-yl] -2- (2-methylpropyl) -3-allyl- 
butanediamide ; 

(2R, 3S) Nl- [1, 3-dihydro-l-methyl-2-oxo-5- ( 3 -methoxyphenyl ) - 
2H-1 , 4-benzodiazepin-3-yl] -2- (2-methylpropyl ) -3-allyl- 
butanediamide ; 

_X2 R , 3 S ) _ Nl - [ 1 , 3 -dihydro - 1 -methyl -2 -oxo- 5 - ( pyr id- 4 -y 1 ) - 2H- 1 , 4 - 
benzodiazepin-3-yl] -2- (2-methylpropyl) -3 -allyl-butanediamide; 
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(2R, 3S) Nl- [1, 3-dihydro-l-methyl-2-oxo-5-phenyl-7-methoxy-2H- 
1 , 4-benzodia2epin-3-yl] -2- (2-methylpropyl) -3-allyl- 
butanediamide ; 

(2R, 3S) Nl- [1, 3-dihydro-l-inethyl-2-oxo-5- (pyrid-3-yl) -2H-1, 4- 
benzodiazepin-3-yl] -2- (2-methylpropyl) -3-allyl-butanediamide; 

(2R, 3S) Nl- [1, 3-dihydro-l-methyl-2-oxo-5-phenyl-2H-l, 4- 
benzodiazepin-3-yl] -2- (2-methylpropyl) -3- (cyclopropylmethyl ) - 
butanediamide ; 

(2R, 33) Nl- [1, 3-dihydro-l-methyl-2-oxo-5- (3-f luorophenyl) -2H- 
1, 4-benzodiazepin-3-yl] -2- (2-methylpropyl) -3-allyl- 
butanediamide ; 

(2R, 33) Nl- [ (3S) -1, 3-dihydro-l-methyl-2-oxo-5- (3- 
f luorophenyl) -2H-1, 4-benzodiazepin-3-yl ] -2- (2-methylpropyl) - 
3-allyl-butanediamide ; 

(2R, 3S) Nl- [ (3R) -1, 3-dihydro-l-methyl-2-oxo-5- (3- 
f luorophenyl) -2H-1, 4-benzodiazepin-3 -yl ] -2- (2-methylpropyl) - 
3-allyl-butanediamide ; 

(2R, 3S) Nl- [ {3S) -1, 3-dihydro-l-methyl-2-oxo-5-phenyl-2H-l, 4- 
benzodiazepin-3-yl] -2- (2-methylpropyl) - 
3- (3-buten-l-yl ) -butanediamide; 

(2R, 3S) Nl- [ (3S) -1, 3-dihydro-l-methyl-2-oxo-5-phenyl-2H-l, 4- 
ben2odiazepin-3-yl] -2- (2-methylpropyl) -3- (cyclopentylethyl ) - 
butanediamide ; 

{2R, 3S) Nl- [ (3S) -1, 3-dihydro-l-methyl-2-oxo-5- (4- 
_triJlupromethylphen^ 4-benzodiazepin-3-yl] -2- (2- 

methylpropyl) -3- (3-buten-l-yl) -butanediamide; 
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(2R, 3S) Nl- [ (3R) -1, 3-dihydro-l-methyl-2-oxo-5- (4- 

trif luoromethylphenyl) -2H-1, 4-ben2odiazepin-3 -yl ] -2- (2- 

methylpropyl) -3- (3-buten-l-yl) -butanediamide; 

(2R, 3S) Nl- [1, 3-dihydro-l-niethyl-2-oxo-5- (4- 

tr if luoromethylphenyl) -2H-1 , 4-ben2odia2epin-3 -yl ] -2- (2- 

methylpropyl ) -3 -al lyl -butanediamide ; 

(2R, 3S) Nl- [ (3S) -1, 3-dihydro-l-methyl-2-oxo-5- (4- 

tr if luoromethylphenyl) -2H-1 , 4-benzodiazepin-3 -yl ] -2- (2- 

me thylpropyl ) -3 -al lyl -butanediamide ; 

(2R, 3S) Nl- [ (3R) -1, 3-dihydro-l-methyl-2-oxo-5- (4- 

trif luoromethylphenyl ) -2H-1 , 4-benzodia2epin-3 -yl ] -2- (2- 

me thylpropyl ) -3 -allylrbutanediamide ; 

(2R, 3S) Nl- [ (3S) -1, 3-dihydro-l-methyl-2-oxo-5- (4- 

tr if luoromethylphenyl) -2H-1 , 4-benzodiazepin-3-yl] -2- (2- 

me thylpropyl ) - 3 -n-butyl -butanediamide ; 

(2R, 3S) Nl- [ (3S) -1, 3-dihydro-l-methyl-2-oxo-5- (4- 

trif luoromethylphenyl) -2H-1 , 4-benzodiazepin-3-yl] -2- (2- 

me thylpropyl ) -3 -propyl -butanediamide ; 

(2R, 3S) Nl- [ (3S) -1, 3-dihydro-l-methyl-2-oxo-5- (4- 
chlorophenyl) -2H-1 , 4-benzodiazepin-3-yl] -2- (2-methylpropyl ) 
3- (3-buten-l-yl) -butanediamide; 

(2R, 3S) Nl- [ (3S) -1, 3-dihydro-l-methyl-2-oxo-5- (4- 
chlorophenyl) -2H-1 , 4-benzodiazepin-3-yl] -2- (2-methylpropyl) 
3 -n-butyl -butanediamide; 

J2R, 3SJ _N1- [ (3SI7I, 3-dihydro-l-methyl-2-oxo-5-phenyl-2H-l, 4 
benzodiazepin-3-yl] -2- (2-methylpropyl) -3-allyl-N4- [benzyl] - 
butanediamide ; 
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(2R, 3S) Nl- [1, 3-dihydro-l-methyl-2-oxo-5-methyl-2H-l, 4- 
benzodiazepin-3-yl] -2- (2-methylpropyl) -3 -allyl-butanediamide ; 

(2R, 3S) Nl- [1, 3-dihydro-l-methyl-2-oxo-5-n-butyl-2H-l, 4- 
benzodiazepin-3-yl] -2- (2-methylpropyl) -3 -allyl-butanediamide; 

(2R, 3S) Nl- [1, 3-dihydro-l-methyl-2-oxo-5- (2 -methylpropyl ) -2H- 
1, 4-benzodiazepin-3-yl] -2- {2-methylpropyl) -3 -allyl- 
butanediamide ; 

(2R, 33) Nl- [1, 3-dihydro-l-methyl-2-oxo-5- (4-chlorophenyl) -2H- 
1, 4-benzodiazepin-3-yl] -2- (2-methylpropyl) -3 -allyl- 
butanediamide ; 

(2R, 3S) Nl- [1, 3-dihydro-l-ethyl-2-oxo-5-phenyl-2H-l, 4- 
benzodiazepin-3-yl] -2- (2-methylpropyl) -3 -allyl-butanediamide ; 

(2R, 3S) Nl- [1, 3-dihydro-l-propyl-2-oxo-5-phenyl-2H-l, 4- 
benzodiazepin-3-yl] -2- (2-methylpropyl) -3 -allyl-butanediamide; 

(2R, 3S) Nl- [1, 3-dihydro-l- (isopropyl) -2-oxo-5-phenyl-2H-l , 4- 
benzodiazepin-3-yl] -2- (2-methylpropyl) -3 -allyl-butanediamide ; 

(2R, 3S) Nl- [ (3S) -1, 3-dihydro-l-methyl-2-oxo-5-phenyl-2H-l, 4- 
ben2odiazepin-3-yl] -2- (2-methylpropyl) -3 , 3-diallyl- 
butanediamide ; 

[ (2R,3S) Nl- [6,7-dihydro-5-methyl-6-oxo-5H-dibenz [b, d] azepin- 
7-yl] -2- (2-methylpropyl) - 3-allyl -but anediamide; ] and 

(2R, 3S) Nl- [1,3,4, 5-tetrahydro-l, 5-dimethyl-2 , 4-dioxo-2H-l , 5- 
benzodiazepin-3-yl] -2- (2-methylpropyl) -3-allyl-butanediamide . 



12. (Amended) A compound, according to Claim 1, of Formula 
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(Ia:i) 



or a pharmaceutically acceptable salt thereof, 
wherein : 

Z is Ci-Cs alkyl substituted with 1-3 r12; 

C2-C4 alkenyl substituted with 1-3 R^^ ; 

C2-C4 alkynyl substituted with 1-3 R^^; 

Ce-Cio aryl substituted with 0-4 Ri2b. 

C3-C10 carbocycle substituted with 0-4 R^^b. 

5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle is 
substituted with 0-3 R^^b. 

provided, when R^^ is H, 

then Z is C4-C8 alkyl substituted with 1-3 r12 ; 

C2-C4 alkenyl substituted with 1-3 R^^. or 
C2-C4 alkynyl substituted with 1-3 R^^. ^^d 

provided, when ring B is a 1, 3 , 4 , 5-tetrahydro-l- (Z) -5- (R^^) - 
6,6,7, 7-tetra (R^^) -2 , 4-dioxo-2H-l , 5-diazepin-3 -yl core, and 
r13 is H; then 

RlO is H, C(=0)Rl7, C(=0)0Rl7, C ( =0) NR18r19 ^ 
S(=0)2NR18r19^ S(=0)2R^'^; or 

Ci-Ce alkyl optionally substituted with 0-3 R^^^; and 

rIO^, at each occurrence, is independently selected from 

H", '~C 1 - Ce ~alky r7~~OR"l"4~ ~C r 7~F— Br^;— I-,--=0-,-~CN — NOg^- NR-^-5r^ 



and CF3 . 
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13. (Amended) A compound according to Claim 12 of Formula 



or a pharmaceutical Iv acceptable salt thereof. 
wherein : 

R3 is - (CR'7R7a)^_R4^ 

- (CR7R7a)^_S_ (CR7R7a ) ^_r4 ^ 

- (CR7R7a)^_o- (CR7R7a)^_R4^ 

- {CR7R7a)^_N(R7b) _ (CR^RVa) ^_r4 . 

n is 0 , 1 , or 2 ; 
m is 0 , 1 , or 2 ; 

R^a is H, OH, methyl, ethyl, propyl, butyl, methoxy, ethoxy, 
propoxy , butoxy , allyl , or 3 -buten-l-yl ; 

r4 is H, OH, ORl^a, 

Ci-Ce alkyl substituted with 0-3 R^^, 

C2-C6 alkenyl substituted with 0-3 R^^, 

C2-C6 alkynyl substituted with 0-3 R^^, 

C3-C10 carbocycle substituted with 0-3 R^^, 

C6-C10 aryl substituted with 0-3 R^^, or 

5 to 10 membered heterocycle containing 1 to 4 



heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle is 
"substituted with 0-3 -R^^; ' - - - - 



R^^, at each occurrence, is independently selected from [is] 
H, F, CI, Br, I, CF3, 



(lajl) 




da"^) 
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C3-C10 carbocycle substituted with 0-3 R^^, 

Ce-Cio aryl substituted with 0-3 R^^, or 

5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle is 
substituted with 0-3 R^^; 

R^^, at each occurrence, is independently selected from H, OH, 
CI, F, Br, I, CN, NO2, NR15r16^ CF3 , acetyl, SCH3 , 
S(=0)CH3, S(=0)2CH3, Ci-Ce alkyl , C1-C4 alkoxy, C1-C4 
haloalkyl, and C1-C4 haloalkoxy; 

r5 is H, ORI^; 

Ci-Ce alkyl substituted with 0-3 R^^; 

Ci-Ce alkoxy substituted with 0-3 R^^; 

C2-C6 alkenyl substituted with 0-3 R^b; 

C2-C6 alkynyl substituted with 0-3 R^^; 

C3-C10 carbocycle substituted with 0-3 R^^; 

Ce-Cio aryl substituted with 0-3 R^C; or 

5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle is 
substituted with 0-3 R^C; 

R^a is H or C1-C4 alkyl; 

R^^, at each occurrence, is independently selected from: 
H, C1-C6 alkyl, CF3 , OR^^, Cl, F, Br, I, =0, CN, NO2, 
NR15r16 . 

C3-C10 carbocycle substituted with 0-3 r5*=; 
Ce-Cio aryl substituted with 0-3 R^C; or 
5 to 10 membered heterocycle containing 1 to 4 
- ^ heteroatoms^selected _f r.om nitrp.gen, oxygen, and 

sulphur, wherein said 5 to 10 membered heterocycle is 

substituted with 0-3 R^^; 
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r5^, at each occurrence, is independently selected from H, OH, 
CI, F, Br, I, CN, NO2, NR15r16^ CF3 , acetyl, SCH3 , 
S(=0)CH3, S(=0)2CH3, Ci-Ce alkyl , C1-C4 alkoxy, C1-C4 
haloalkyl, and C1-C4 haloalkoxy; 

is H, methyl, or ethyl; 

r'^, at each occurrence, is independently selected from 

H, OH, CI, F, Br, I, CN, NO2 , CF3 , phenyl, and C1-C4 
alkyl; 

R*^^, at each occurrence, is independently selected from 
H, OH, CI, F, Br, I, CN, NO2 , CF3 , and C1-C4 alkyl; 

r"^^ is independently selected from H, methyl, ethyl, propyl, 
and butyl ; 

Ring B is selected from 

GO O 



[a 7 membered lactam or thlolactam, 

wherein the lactam or thiolactam is saturated, partially 

saturated or xixisaturated; 
wherein each additional lactam carbon or thiolactam 

carbon is substituted with 0-2 R^^; and, 
optionally, the lactam or thiolactam contains a 

heteroatom selected from, -0-, -S-, -S(=0)-, -S(=0)2"/ 
_-N=, -OTL-/ and -N{^^^ 

additionally, two R^^ substituents on adjacent atoms may be 
combined to form a benzo fused radical; wherein said 
benzo fused radical is substituted with 0-3 R^^; 




104 




Amendment & Response - Docket No. DM-7076-A 
Serial No.: 09/505,788 
Date: April 10, 2002 

additionally, two R^^ siibstituents on adjacent atoms may be 
combined to form a 5 to 6 membered heteroaryl fused 
radical, wherein said 5 to 6 membered heteroazryl fused 
radical comprises 1 or 2 heteroatoms selected from N, O, 
and S; wherein said 5 to 6 membered heteroaryl fused 
radical is sxibstituted with 0-3 R^^; 

additionally, two R^^ substituents on the same or adjacent 

carbon atoms may be combined to form a C3-C6 carbocycle 
substituted with 0-3 R^^;] 

RlO is H, C(=0)Rl7, C(=0)0Rl7, C ( =0) NRI^rI^ , 
S (=0) 2NR18r19 , S ( =0) 2R=^'^ ; 

Ci-Ce alkyl optionally substituted with 0-2 R^^^; 

Ce-Cio aryl substituted with 0-4 R^^^; 

C3-C10 carbocycle substituted with 0-3 R^^^; or 
5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle is 
substituted with 0-3 Ri^^; 

rIO^, at each occurrence, is independently selected from H, 
Ci-Ce alkyl, ORl^, ci, F, Br, I, =0, CN, NO2 , NR15r16^ 
CF3, or phenyl substituted with 0-4 RlO^*; 

j^lOb^ at each occurrence, is independently selected from H, 
OH, Ci-Ce alkyl, C1-C4 alkoxy, CI, F, Br, I, CN, NO2, 
NR15r16^ or CF3; 

R^^, at each occurrence, is independently selected from 

H, C1-C4 alkoxy, CI, F, Br, I, [=0, ] CN, NO2 , NR^^rIS, 
C(=0)r17, C(=0)0R17, c(=0)NR18r19, S ( =0) 2NR18r19 , CF3 ; 

C1-C6 alkyl optionally substituted with 0-3 R^i^; 

Ce-Cio aryl substituted with 0-3 R^^; 

C3-C10 carbocycle substituted with 0-3 R^^; or 
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5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle is 
substituted with 0-3 R^l^; 



R^^^, at each occurrence, is independently selected from H, 
Ci-Ce alkyl, OR^^, ci, F, Br, I, =0, CN, NO2 , NR15r16^ 
CF3, or phenyl substituted with 0-3 R^^^; 

R^i^, at each occurrence, is independently selected from H, 
OH, CI, F, Br, I, CN, NO2 , NR15r16^ CF3 , acetyl, SCH3 , 
S(=0)CH3, S(=0)2CH3, Ci-Ce alkyl , C1-C4 alkoxy, C1-C4 
haloalkyl, and C1-C4 haloalkoxy; 

Z is Ci-Ce alkyl substituted with 1-3 r12; 

C2-C4 alkenyl substituted with 1-3 R^^ ; 

C2-C4 alkynyl substituted with 1-3 Ri2 ; 

Ce-Cio aryl substituted with 0-4 Rl2b. 

C3-C10 carbocycle substituted with 0-4 R^^b. q-,^ 

5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle is 
substituted with 0-3 R^^b. 

R^^ , at each occurrence, is independently selected from 
Ce-Cio aryl substituted with 0-4 R^^b. 
C3-C10 carbocycle substituted with 0-4 R^^b. q^j^ 
5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle is 
substituted with 0-3 R^^b. 



__Ry^/_at each_occurrence, is independently selected from 

H, OH, CI, F, Br, I, CN, NO2 , NRI^rIS ~ cf3~ ' acetylT SCH3 , 
S(=0)CH3, S(=0)2CH3, Ci-Ce alkyl, C1-C4 alkoxy, C1-C4 
haloalkyl, and C1-C4 haloalkoxy; 
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R^^ , at each occurrence, is independently selected from 

H, OH, Ci-C6 alkyl, C1-C4 alkoxy, CI, F, Br, I, CN, NO2 , 
NR15r16^ and CF3 ; 

is H, phenyl, benzyl, Ci-Ce alkyl, or C2-C6 alkoxyalkyl ; 

Rl4a is H, phenyl, benzyl, methyl, ethyl, propyl, or butyl; 

R^5, at each occurrence, is independently selected from H, Ci 
Ce alkyl, benzyl, phenethyl, (Ci-Ce alkyl) -C (=0) -, and 
(C1-C6 alkyl) -S (=0)2-; 

r1^, at each occurrence, is independently selected from 
H, OH, C1-C6 alkyl, benzyl, phenethyl, 
(Ci-Ce alkyl) -C(=0)-, and (Ci-Ce alkyl) -S (=0) 2- ; 

r17 is H, Ci-Cs alkyl, C2-C6 alkoxyalkyl, 
aryl substituted by 0-4 R^*^^, or 
-CH2-aryl substituted by 0-4 R^'^^; 

Rl7a is H, methyl, ethyl, propyl, butyl, methoxy, ethoxy, 
propoxy, butoxy, -OH, F, CI, Br, I, CF3 , OCF3 , SCH3 , 
S{0)CH3, .SO2CH3, -NH2, -N(CH3)2, or C1-C4 haloalkyl; 

R^S, at each occurrence, is independently selected from 
H, Ci-Ce alkyl, phenyl, benzyl, phenethyl, 
(Ci-Ce alkyl) -C(=0) and (Ci-Ce alkyl ) -S (=0) 2- ; and 

R^^, at each occurrence, is independently selected from 
H, OH, Ci-Ce alkyl, phenyl, benzyl, phenethyl, 
(Ci-Ce alkyl) -C(=0) -, and (Ci-Ce alkyl ) -S (=0) 2- ; 

^provided, _ when. R^^ is H, 

then Z is C4-C6 alkyl substituted with 1-3 R^^; 

C2-C4 alkenyl substituted with 1-3 R^^ ; or 
C2-C4 alkynyl substituted with 1-3 R^^ . 
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14. (Amended) A compound according to Claim 13 of Formula 



or a pharmaceuticallv acceptable salt thereof, 
wherein : 

r3 is -(CHR7)n-R^, 
n is 0 or 1; 

R^^ is H, OH, methyl, ethyl, propyl, butyl, methoxy, ethoxy, 

propoxy, butoxy, allyl, or 3-buten-l-yl ; 
R4 is H, OH, ORl^^, 

C1-C4 alkyl substituted with 0-2 R^^, 

C2-C4 alkenyl substituted with 0-2 R^^, 

C2-C4 alkynyl substituted with 0-1 R^^, 

C3-C6 carbocycle substituted with 0-3 R^^, 

Ce-Cio aryl substituted with 0-3 R^^, or 

5 to 6 membered heterocycle containing 1 to 4 



R^^, at each occurrence, is independently selected from [is] 
H, F, CI, Br, I, CF3, 

C3-C6 carbocycle substituted with 0-3 R^^, 

phenyT~substfi"t\rted~w^^^ ^or"~ 

5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 



(lajl) 




(la^) 



heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^^; 
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sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^^; 

R^^, at each occurrence, is independently selected from H, OH, 
CI, F, Br, I, CN, NO2, NR15r16^ CF3 , acetyl, SCH3 , 
S(=0)CH3, S(=0)2CH3, C1-C4 alkyl, C1-C3 alkoxy, C1-C2 
haloalkyl, and C1-C2 haloalkoxy; 

r5 is H, 0R14; 

C1-C4 alkyl substituted with 0-3 R^^; 
C2-C4 alkenyl substituted with 0-3 R^b; 
C2-C4 alkynyl substituted with 0-3 R^^; 

r5^ is H, methyl, ethyl, propyl, or butyl; 

R^^, at each occurrence, is independently selected from: 

H, methyl, ethyl, propyl, butyl, CF3 , OR^^, CI, F, Br, I, 

C3-C6 carbocycle substituted with 0-3 R^^; 

phenyl substituted with 0-3 R^^ ; or 

5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^*^; 

R^^, at each occurrence, is independently selected from H, OH, 
CI, F, Br, I, CN, NO2, NR15r16^ CF3 , acetyl, SCH3 , 
S(=0)CH3, S(=0)2CH3, C1-C4 alkyl, C1-C3 alkoxy, C1-C2 
haloalkyl, and C1-C2 haloalkoxy; 

R^ is H; 

R'^^, _at each occurrence, ! s j^^ selected from H, F, 

CF3, methyl, and ethyl; 

Ring B is selected from 
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O O O 




wherein the lactam or thiolactam is saturated, partially saturated or 
unsaturated; 

wherein each additional lactam carbon or thiolactam 
carbon is siibstituted with 0-2 R^^; and, 

optionally, the lactam or thiolactam contains a 

heteroatom selected from -N=, -NH-, and -N(R^O)-; 

additionally, two R^^ siibstituents on adjacent atoms may be 
combined to form a benzo fused radical; wherein said 
benzo fused radical is substituted with 0-2 R^^; 

additionally, two R^^ sxibstituents on adjacent atoms may be 
combined to form a 5 to 6 membered heteroaryl fused 
radical, wherein said 5 to 6 membered heteroaryl fused 
radical comprises 1 or 2 heteroatoms selected from N, C 
and S; wherein said 5 to 6 membered heteroaryl fused 
radical is substituted with 0-2 R^^; 

additionally, two R^^ substituents on the same or adjacent 

carbon atoms may be combined to form a C3-C6 carbocycle 
substituted with 0-2 R^^;] 

RlO is H, C(=0)Rl7, C(=0)0Rl7; 

C1-C4 alkyl optionally substituted with 0-1 R^Oa. 
phenyl substituted with 0-4 R^^^; 

C3-C6 carbocycle" substi-tuted with -0-3 rIO^-; -or - 

5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
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sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^^^; 

RiOa[^ at each occurrence,] is [independently] selected from 
C1-C4 alkyl, ORl4, cl, F, Br, I, =0, CN, NO2 , NR15r16^ 
CF3 , or phenyl substituted with 0-4 R^^b. 

R^o^, at each occurrence, is independently selected from H, 
OH, C1-C4 alkyl, C1-C3 alkoxy, Cl, F, Br, I, CN, NO2 , 
NR15r16^ or CF3; 

R^^[, at each occurrence,] is [independently] selected from 
H, C1-C4 alkoxy, Cl, F, [=0, ] NR18r19^ C(=0)r17, 
C(=0)0R17, CF3; 

C1-C6 alkyl optionally substituted with 0-3 R^^; 

Ce-Cio aryl substituted with 0-3 R^^; 

C3-C6 carbocycle substituted with 0-3 R^^; or 
5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^i^; 

R^l^, at each occurrence, is independently selected from H, 
C1-C4 alkyl, ORl4, p, =0, NR15r16^ CF3 , or phenyl 

substituted with 0-3 R^l^; 

Rlib^ at each occurrence, is independently selected from H, 

OH, Cl, F, NR15r16^ CF3 , C1-C4 alkyl, C1-C3 alkoxy, C1-C2 
haloalkyl, and C1-C2 haloalkoxy; 

Z is C1-C4 alkyl substituted with 1-3 r12; 

C2-C4 alkenyl substituted with 1-3 R^^; 
C2-C4 alkynyl substituted with 1-3 R^2. 

Ce-Cio aryl substituted with 0-4 R^^b. 

C3-C6 carbocycle substituted with 0-4 R^2b. 

5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
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sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^2b. 



R^2, at each occurrence, is independently selected from 
Ce-Cio aryl substituted with 0-4 Ri2b. 
C3-C6 carbocycle substituted with 0-4 R^^b. q-^- 
5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle is 
substituted with 0-3 R^^b. 

Rl2b^ at each occurrence, is independently selected from 
H, OH, CI, F, NR15r16^ CF3, acetyl, SCH3 , S(=0)CH3, 
S(=0)2CH3, C1-C4 alkyl, C1-C3 alkoxy, C1-C2 haloalkyl, and 
C1-C2 haloalkoxy; 



R^-^, at each occurrence, is independently selected from 

H, OH, Ci-Ce alkyl, C1-C4 alkoxy, Cl, F, Br, I, CN, NO2 , 
NRl^Rl^, and CF3 ; 

r14 is H, phenyl, benzyl, C1-C4 alkyl, or C2-C4 alkoxyalkyl ; 

R^5, at each occurrence, is independently selected from H, Ci- 
C4 alkyl, benzyl, phenethyl, (C1-C4 alkyl ) -C ( =0) - , and 
(C1-C4 alkyl) -S(=0)2-; 



r16, at each occurrence, is independently selected from 
H, OH, C1-C4 alkyl, benzyl, phenethyl, 
(C1-C4 alkyl) -C(=0) -, and (C1-C4 alkyl) -S (=0) 2-; 

R^'^ is H, methyl, ethyl, propyl, butyl, methoxymethyl , 
ethoxymethyl , methoxyethyl , ethoxyethyl , 
_ _ phenyl substituted by 0-3 R^'^^, or 
-CH2-phenyl substituted by 0-3 R^^^; 

rI'7^ is H, methyl, methoxy, -OH, F, CI, CF3 , or OCF3 ; 
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R^^, at each occurrence, is independently selected from 

H , me thyl , ethyl , propyl , butyl , phenyl , benzyl , and 
phene thyl ; and 

R^^ / at each occurrence , is independently selected from 
H, methyl, and ethyl; 

provided, when R^^ is H, 

then Z is butyl substituted with 1-3 R^^. 

C2-C4 alkenyl substituted with 1-3 R^^. 
C2-C4 alkynyl substituted with 1-3 R^^ ^ 



16. (Twice Amended) A compound according to Claim 14 [15] of 
Formula ( Ic) : 




(Ic) 

or a pharmaceutically acceptable salt thereof 
wherein 

r3 is r4, 

r4 is C1-C4 alkyl substituted with 0-1 R^^, 

C2-C4 alkenyl substituted with 0-1 R^^, or 
C2-C4 alkynyl substituted with 0-1 R^^; 

R^^[, at each occurrence,] is [independently] selected from 

H ,_ F , . CF3 . 

C3-C6 carbocycle substituted with 0-3 R^^, 

phenyl substituted with 0-3 R^^, or 

5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
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sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^^; wherein said 5 to 6 membered 
heterocycle is selected from pyridinyl, pyrimidinyl, 
triazinyl, furanyl, thienyl, thiazolyl, pyrrolyl, 
piperazinyl, piperidinyl, pyrazolyl, imidazolyl, 
oxazolyl, isoxazolyl, and tetrazolyl; 

R^^, at each occurrence, is independently selected from H, OH, 
CI, F, NR15r16^ CF3, acetyl, SCH3 , S(=0)CH3, S(=0)2CH3, 

methyl, ethyl, propyl, butyl, methoxy, ethoxy, propoxy, 
C1-C2 haloalkyl, and C1-C2 haloalkoxy; 

r5 is C1-C4 alkyl substituted with 0-1 R^^; 

C2-C4 alkenyl substituted with 0-1 R^^; 
C2-C4 alkynyl substituted with 0-1 R^b; 

R^*^[, at each occurrence,] is [independently] selected from: 
H, methyl, ethyl, propyl, butyl, CF3 , OR^^, =0; 
C3-C6 carbocycle substituted with 0-2 R^^; 
phenyl substituted with 0-3 R^^; or 
5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^*=; wherein said 5 to 6 membered 
heterocycle is selected from pyridinyl, pyrimidinyl, 
triazinyl, f uranyl , thienyl, thiazolyl, pyrrolyl, 
piperazinyl, piperidinyl, pyrazolyl, imidazolyl, 
oxazolyl, isoxazolyl, and tetrazolyl; 

R^^, at each occurrence, is independently selected from H, OH, 
CI, F, NR15r16^ CF3, acetyl, SCH3 , S(=0)CH3, S(=0)2CH3, 

methyl, ethyl, propyl, butyl, methoxy, ethoxy, propoxy, 
C1-C2 haloalkyl, and C1-C2 haloalkoxy; 



R^^i, at each occurrence,] is [independently] selected from 
H, [=0,] NR18r19, CF3; 

C1-C4 alkyl optionally substituted with 0-1 R^^^; 
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phenyl substituted with 0-3 R^^; 

C3-C6 carbocycle substituted with 0-3 R^^; or 

5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^^; wherein said 5 to 6 
membered heterocycle is selected from pyridinyl, 
pyrimidinyl, triazinyl, furanyl, thienyl, thiazolyl, 
pyrrolyl, piperazinyl, piperidinyl, pyrazolyl, 
imidazolyl, oxazolyl, isoxazolyl, and tetrazolyl; 

rH^[, at each occurrence,] is [independently] selected from 
H, C1-C4 alkyl, ORl^, p, [Cl, ] =0, NR15r16^ CF3 , or 

phenyl substituted with 0-3 R^^*^; 

rH^, at each occurrence, is independently selected from H, 
OH, CI, F, NR15r16^ CF3, methyl, ethyl, propyl, butyl, 
methoxy, ethoxy, propoxy, C1-C2 haloalkyl, and C1-C2 
haloalkoxy; 

Z is C1-C3 alkyl substituted with 1-3 R^^ ; 

C2-C3 alkenyl substituted with 1-3 R^^ ; 

C2-C3 alkynyl substituted with 1-3 R^^ ; 

Ce-Cio aryl substituted with 0-4 R^^b. 

C3-C6 carbocycle substituted with 0-3 R^^b. 

5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^^b. wherein said 5 to 6 
membered heterocycle is selected from pyridinyl, 
pyrimidinyl, triazinyl, furanyl, thienyl, thiazolyl, 
pyrrolyl, piperazinyl, piperidinyl, pyrazolyl, 
imidazoJ.yil, oxa and tetrazolyl ; 

R^2 ^ at each occurrence, is independently selected from 
C6"Cio aryl substituted with 0-4 R^2b. 
C3-C6 carbocycle substituted with 0-3 R^^b. 



115 



Amendment & Response - Docket No. DM-7076-A 
Serial No.: 09/505,788 
Date: April 10, 2002 

5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^^b. wherein said 5 to 6 
membered heterocycle is selected from pyridinyl, 
pyrimidinyl, triazinyl, furanyl, thienyl, thiazolyl, 
pyrrolyl, piperazinyl, piperidinyl, pyrazolyl, 
imidazolyl, oxazolyl, isoxazolyl, and tetrazolyl; 

Rl2b^ at each occurrence, is independently selected from 
H, OH, CI, F, NR15r16, CF3, acetyl, SCH3 , S(=0)CH3, 
S(=0)2CH3, methyl, ethyl, propyl, butyl, methoxy, ethoxy, 
propoxy, C1-C2 haloalkyl, and C1-C2 haloalkoxy; 

R^^ , at each occurrence, is independently selected from 

H, OH, methyl, ethyl, propyl, butyl, methoxy, ethoxy, 
CI, F, Br, CN, NR15r16^ ^nd CF3 ; 

r14 is H, phenyl, benzyl, methyl, ethyl, propyl, or butyl; 

R^^, at each occurrence, is independently selected from H, 
methyl, ethyl, propyl, and butyl; 

r1^, at each occurrence, is independently selected from 

H, OH, methyl, ethyl, propyl, butyl, benzyl, phenethyl, 
methyl -C (=0) -, ethyl-C (=0) -, 
methyl -S (=0) 2- . and ethyl-S ( =0) 2- ; 

R^Q, at each occurrence, is independently selected from 

H, methyl, ethyl, propyl, butyl, phenyl, benzyl, and 
phenethyl ; and 

j^t each occurrence, is ind^ s ele cted from 

H, methyl, and ethyl; 

provided, when R^^ is H, 

then Z is C2-C3 alkenyl substituted with 1-3 R^^; or 



116 





Amendment & Response - Docket No. DM-7076-A 
Serial No.: 09/505,788 
Date: April 10, 2002 



C2-C3 alkynyl substituted with 1-3 r12 . 



18. (Twice Amended) A compound according to Claim 14 [15] of 
Formula (le) : 



or a pharmaceutical ly acceptable salt thereof wherein: 
r3 is r4, 

r4 is C1-C4 alkyl substituted with 0-1 R^^, 

C2-C4 alkenyl substituted with 0-1 R^^, or 
C2-C4 alkynyl substituted with 0-1 R^^; 

R^^[/ at each occurrence,] is [independently] selected from 
H, F, CF3, 

C3-C6 carbocycle substituted with 0-3 R^^, 

phenyl substituted with 0-3 R^^, or 

5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^^; wherein said 5 to 6 membered 
heterocycle is selected from pyridinyl, pyrimidinyl, 
triazinyl, furanyl, thienyl, thiazolyl, pyrrolyl, 
piperazinyl, piperidinyl, pyrazolyl, imidazolyl, 
oxazolyl, isoxazolyl, and tetrazolyl; 

R^^, at each occurrence, is independently selected from H, OH, 
CI, F, NR15r16^ CF3, acetyl, SCH3 , S(=0)CH3, S(=0)2CH3, 

methyl, ethyl, propyl, butyl, methoxy, ethoxy, propoxy, 
C1-C2 haloalkyl, and C1-C2 haloalkoxy; 




(le) 
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is C1-C4 alkyl substituted with 0-1 R^b; 
C2-C4 alkenyl substituted with 0-1 R^^; 
C2-C4 alkynyl substituted with 0-1 R^^; 



r5*^[, at each occurrence,] is [independently] selected from: 
H, methyl, ethyl, propyl, butyl, CF3 , OR^^, =0; 
C3-C6 carbocycle substituted with 0-2 R^C; 
phenyl substituted with 0-3 R^^; or 
5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^C; wherein said 5 to 6 membered 
heterocycle is selected from pyridinyl, pyrimidinyl, 
triazinyl, furanyl, thienyl, thiazolyl, pyrrolyl, 
piperazinyl, piperidinyl, pyrazolyl, imidazolyl, 
oxazolyl, isoxazolyl, and tetrazolyl; 

R^^/ at each occurrence, is independently selected from H, OH, 
CI, F, NR15r16^ CF3, acetyl, SCH3 , S(=0)CH3, S(=0)2CH3, 

methyl, ethyl, propyl, butyl, methoxy, ethoxy, propoxy, 
C1-C2 haloalkyl, and C1-C2 haloalkoxy; 

RlO is H, C(=0)Rl7, C(=0)0Rl7; 

C1-C4 alkyl optionally substituted with 0-1 RlOa. 
phenyl substituted with 0-4 R^^b. 
C3-C6 carbocycle substituted with 0-3 R^^b. or 
5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^^^; wherein said 5 to 6 
membered heterocycle is selected from pyridinyl, 
~- — -- -pyrimidinyl, -triazinyl furanyl , thienyl , thiazolyl, 
pyrrolyl, piperazinyl, piperidinyl, pyrazolyl, 
imidazolyl, oxazolyl, isoxazolyl, and tetrazolyl; 
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RlOa[^ at each occurrence,] is [independently] selected from 
H, methyl, ethyl, propyl, butyl, OR^^, CI, F, =0, 
NR15r16^ or phenyl substituted with 0-4 R^O^; 



RlOb^ at each occurrence, is independently selected from H, 
OH, methyl, ethyl, propyl, butyl, methoxy, ethoxy, 
propoxy, Cl, F, NR15r16^ and CF3 ; 

Z is C1-C3 alkyl substituted with 1-3 R^^. 

C2-C3 alkenyl substituted with 1-3 R^^ . 

C2-C3 alkynyl substituted with 1-3 R^^; 

Ce-Cio aryl substituted with 0-4 R^^b. 

C3-C6 carbocycle substituted with 0-3 R^^b. q-j^ 

5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^^b. wherein said 5 to 6 
. membered heterocycle is selected from pyridinyl, 
pyrimidinyl, triazinyl, furanyl, thienyl, thiazolyl, 
pyrrolyl, piperazinyl, piperidinyl, pyrazolyl, 
imidazolyl, oxazolyl, isoxazolyl, and tetrazolyl; 

r12, at each occurrence, is independently selected from 

Ce-Cio aryl substituted with 0-4 Ri2b. 

C3-C6 carbocycle substituted with 0-3 R^^b. or 

5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^^b. wherein said 5 to 6 
membered heterocycle is selected from pyridinyl, 
pyrimidinyl, triazinyl, furanyl, thienyl, thiazolyl, 
pyrrolyl, piperazinyl, piperidinyl, pyrazolyl, 

imidazolyl , oxazolyl isoxazolyl _and tetrazolyl 

Rl2b^ at each occurrence, is independently selected from 
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H, OH, CI, F, NR15r16^ CF3 , acetyl, SCH3 , S(=0)CH3-, 
S(=0)2CH3, methyl, ethyl, propyl, butyl, methoxy, ethoxy, 
propoxy, C1-C2 haloalkyl, and C1-C2 haloalkoxy; 



R^^, at each occurrence, is independently selected from 

H, OH, methyl, ethyl, propyl, butyl, methoxy, ethoxy, 
CI, F, Br, CN, NRI^rI^, and CF3 ; 

R^^ is H, phenyl, benzyl, methyl, ethyl, propyl, or butyl; 

R^^/ at each occurrence, is independently selected from H, 
methyl , ethyl , propyl , and butyl ; 



R^^, at each occurrence, is independently selected from 

H, OH, methyl, ethyl, propyl, butyl, benzyl, phenethyl, 
methyl -C (=0) ethyl -C(=0) -, 
methyl-S (=0) 2-/ and ethyl-S ( =0) 2- ; 

Rl*^ is H, methyl, ethyl, propyl, butyl, methoxymethyl , 
ethoxymethyl , methoxyethyl , ethoxyethyl , 
phenyl substituted by 0-3 R^'^^, or 
-CH2 -phenyl substituted by 0-3 R^'^^; 

Rl^a is H, methyl, methoxy, -OH, F, CI, CF3 , or OCF3 ; 

R^^, at each occurrence, is independently selected from 

H, methyl, ethyl, propyl, butyl, phenyl, benzyl, and 
phenethyl; and 

r1^, at each occurrence, is independently selected from 
H, methyl, and ethyl; 

— provided-7 — when— R^-^— is- H , 

then Z is C2-C3 alkenyl substituted with 1-3 R^^; or 
C2-C3 alkynyl substituted with 1-3 r12 . 
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20 • (Twice Amended) A compound according to one of Claims 
[17,] 18, or 26 [19,] wherein: 

r3 is -CH3, -CH2CH3, -CH2CH2CH3, -CH2CH2CH2CH3, 
-CH ( CH3 ) 2 , -CH ( CH3 ) CH2CH3 , -CH2CH ( CH3 ) 2 , 
-CH2CF3 , • -CH2CH2CF3 , -CH2CH2CH2CF3 , 
-CH=CH2 , -CH2CH=CH2 , -CH2C {CH3 ) =CH2 , 
-CH2CH2CH=CH2, 
cis-CH2CH=CH{CH3) , 
trans -CH2CH=CH {CH3) , 
-C=CH, -CH2C=CH, -CH2C=C{CH3) , 

cyclopropyl-CH2- , cyclobutyl-CH2- / cyclopentyl-CH2- / 
cyclohexyl-CH2- , cyclopropyl-CH2CH2- / 
cyclobutyl-CH2CH2- , cyclopentyl-CH2CH2- , 
eye lohexy 1 -CH2CH2 - , phenyl -CH2 - , 

{ 2 -F -phenyl ) CH2 - , (3 -F -phenyl ) CH2 - , ( 4 -F-phenyl ) CH2 - , 

( 2 -CI -phenyl ) CH2 - , ( 3 -C 1 -phenyl ) CH2 - , ( 4 -C 1 -phenyl ) CH2 - , 

(2,3 -diF-phenyl ) CH2 - , ( 2 , 4 -diF-phenyl ) CH2 - , 

(2, 5 -diF-phenyl )CH2-, (2, 6 -diF -phenyl ) CH2- , 

(3,4 -diF-phenyl ) CH2 - , (3,5 -diF-phenyl ) CH2 - , 

(2,3 -diCl -phenyl ) CH2 - / (2,4 -diCl -phenyl ) CH2 - , 

( 2 , 5 -diCl -phenyl ) CH2 - , (2,6 -diCl -phenyl ) CH2 - , 

( 3 , 4 -did -phenyl ) CH2 - , ( 3 , 5 -diCl -phenyl ) CH2 - , 

( 3 -F- 4 -CI -phenyl ) CH2 - , ( 3 -F - 5 -CI -phenyl ) CH2 - , 

( 3 -CI -4 -F -phenyl ) CH2 - , phenyl -CH2CH2 - , 

( 2 -F-phenyl ) CH2CH2 - , (3 -F-phenyl ) CH2CH2 - , 

( 4 -F-phenyl ) CH2CH2 - , (2 -CI -phenyl ) CH2CH2 - , 

( 3 -CI -phenyl ) CH2CH2 - , ( 4 -CI -phenyl ) CH2CH2 - , 

(2,3 -diF-phenyl ) CH2CH2 - , (2,4 -diF-phenyl ) CH2CH2 - , 

(2,5 -diF-phenyl ) CH2CH2 - , (2,6 -diF-phenyl ) CH2CH2 - , 

(3 , 4-diF-phenyl)CH2CH2-, (3 , 5 -diF-phenyl ) CH2CH2- , 

(2,3 -diCl -phenyl ) CH2CH2 - , (2,4 -diCl -phenyl ) CH2CH2 - , 

(2 ,,5-diCl-phenyl)CH2CH2-, ( 2 , 6-diCl -phenyl ) CH2CH2- , 

(3,4 -diCl -phenyl ) CH2CH2 - , (3,5 -diCl -phenyl ) CH2CH2 - , 

( 3 -F-4 -CI -phenyl ) CH2CH2 - , or (3 -F-5 -CI -phenyl ) CH2CH2 - , 

r5 is -CH3, -CH2CH3, -CH2CH2CH3, -CH(CH3)2, -CH2CH2CH2CH3 , 
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-CH (CH3 ) CH2CH3 , -CH2CH (CH3 ) 2 / -CH2C (CH3 ) 3 , 

-CH2CH2CH2CH2CH3 , -CH ( CH3 ) CH2CH2CH3 , -CH2CH (CH3 ) CH2CH3 , 
-CH2CH2CH (CH3 ) 2 , -CH (CH2CH3 ) 2 , -CH2CF3 , -CH2CH2CF3 , 
-CH2CH2CH2CF3 , -CH2CH2CH2CH2CF3 , -CH=CH2 , -CH2CH=CH2 , 
-CH=CHCH3 , cis-CH2CH=CH {CH3 ) , trans -CH2CH=CH (CH3 ) , 
trans-CH2CH=CH(C6H5) , -CH2CH=C (CH3 ) 2 / cis-CH2CH=CHCH2CH3 , 
trans -CH2CH=CHCH2CH3 , cis-CH2CH2CH=CH (CH3 ) , 
trans -CH2CH2CH=CH (CH3 ) , trans -CH2CH=CHCH2 (CeHs) , 
-C=CH, -CH2C=CH, -CH2C=C(CH3) , -CH2C=C (C6H5 ) , 
-CH2CH2C=CH, -CH2CH2C=C ( CH3 ) , -CH2CH2C^C (C6H5) , 
cyclopropyl-CH2- , cyclobutyl-CH2- , cyclopentyl-CH2- , 
cyclohexyl -CH2 ~ , (2 -CH3 -cyclopropyl ) CH2 - , 
( 3 -CH3 -cyclobutyl ) CH2 - , 

eye lopropy 1 -CH2CH2 - , eye lobuty 1 -CH2CH2 - , 
cyclopentyl-CH2CH2- , eyelohexyl-CH2CH2- / 
( 2 -CH3 -cyelopropyl ) CH2CH2 - , (3 - CH3- eye lobuty 1 ) CH2CH2 - , 
phenyl - CH2 - , { 2 - F -phenyl ) CH2 - , ( 3 - F -phenyl ) CH2 - / 
( 4 -F-pheny 1 ) CH2 - , f uranyl -CH2 - , thienyl -CH2 - , 
pyridyl-CH2- , l-imidazolyl-CH2- / oxazolyl-CH2- , 
isoxazolyl-CH2- / 

phenyl -CH2CH2 - , (2 -F-phenyl ) CH2CH2 - , (3 -F-phenyl ) CH2CH2 - , 
( 4 -F -phenyl ) CH2CH2 - , f uranyl -CH2CH2 - , thienyl -CH2CH2 - , 
pyr idyl -CH2CH2 - , 1 - imidazolyl -CH2CH2 - , oxazolyl -CH2CH2 - , 
isoxazolyl^CH2CH2- ; 



Z is phenyl, 2 -F-phenyl, 3 -F-phenyl, 4-F-phenyl, 

2- Cl-phenyl, 3-Cl-phenyl , 4-Cl-phenyl , 2 , 3-diF-phenyl , 
2 , 4-diF-phenyl , 2 , 5-diF-phenyl , 2 , 6-diF-phenyl , 

3, 4-diF-phenyl, 3, 5-diF-phenyl, 2, 3 -diCl -phenyl , 
2, 4 -diCl -phenyl , 2 , 5 -diCl -phenyl , 2 , 6 -diCl -phenyl , 
3 , 4 -diCl -phenyl , 3,5 -diCl -phenyl , 3-F-4-C1 -phenyl , 

3 - F-5 -Cl-phenyl , 3 -Cl-4 -F-phenyl , 2 -MeO-phenyl , 

3- MeO-phenyl , 4 -MeO-phenyl , 2-Me-phenyl, 3-Me-phenyl, 

4- Me-phenyl , 2 -MeS-phenyl , 3 -MeS-phenyl , 4-MeS-phenyl , 
2 -CF30-phenyl , 3 -CF30-phenyl , 4 -CF30-phenyl , 

f uranyl, thienyl, pyridyl, 2 -Me-pyridyl , 3-Me-pyridyl , 
4-Me-pyridyl, l-imidazolyl , oxazolyl, isoxazolyl. 
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cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, 

N-piperidinyl , 
phenyl -CH2 - / (2 -F-phenyl ) CH2 - , (3 -F-phenyl ) CH2 - , 
( 4 - F -phenyl ) CH2 - , ( 2 - C 1 -phenyl ) CH2 - , ( 3 - C 1 -phenyl ) CH2 - , ( 4 - 

CI -phenyl ) CH2 - , (2,3 -diF-phenyl ) CH2 - , 
(2,4 -diF-phenyl ) CH2 - , ( 2 , 5 -diF -phenyl ) CH2 - , 
( 2 , 6 -diF-phenyl ) CH2 - , (3,4 -diF-phenyl ) CH2 - , 
(3 , 5-diF-phenyl)CH2-, (2 , 3 -diCl-phenyl ) CH2- , 
(2,4 -diCl -phenyl ) CH2 - , (2,5 -diCl -phenyl ) CH2 - , 
(2,6 -diCl -phenyl ) CH2 - , (3,4 -diCl -phenyl ) CH2 - , 
( 3 , 5 -did -phenyl ) CH2 - , ( 3 -F- 4 -Cl -phenyl ) CH2 - , 
{ 3 -F- 5 -Cl -phenyl ) CH2 ( 3 -Cl - 4 -F-phenyl ) CH2 - , 
( 2 -MeO-phenyl ) CH2 - , (3 -MeO-phenyl ) CH2 - , 
( 4 -MeO-phenyl ) CH2 - , (2 -Me -phenyl ) CH2 - , 
( 3 -Me -phenyl ) CH2 - , (4 -Me -phenyl ) CH2 - , 
( 2 -MeS -phenyl ) CH2 - , (3 -MeS -phenyl ) CH2 - , 
4 -MeS-phenyl ) CH2 - , (2 -CFsO-phenyl ) CH2 - , 
( 3 -CF30-phenyl ) CH2- , ( 4-CF30-phenyl ) CH2- , 
(furanyl)CH2-, ( thienyl ) CH2- , (pyridyl ) CH2- , 
( 2 -Me-pyr idyl ) CH2 - , (3 -Me-pyr idyl ) CH2 - , 
( 4 -Me-pyr idyl ) CH2 - , ( 1 - imidazolyl ) CH2 - , 
( oxazolyl ) CH2 - , ( isoxazolyl ) CH2 - , 

( cyclopropyl ) CH2 - , ( eye lobutyl ) CH2 - , ( eye 1 open tyl ) CH2 - , 
( cyclohexyl ) CH2- / (N-piperidinyl ) CH2- , 

phenyl -CH2CH2 - , (phenyl ) 2CHCH2 - , (2 -F-phenyl ) CH2CH2 - , 
( 3 -F-phenyl ) CH2CH2-, ( 4 -F-phenyl ) CH2CH2- , 
( 2 -Cl -phenyl ) CH2CH2 - , (3 -Cl -phenyl ) CH2CH2 - , 
( 4 -Cl -phenyl ) CH2CH2 - , (2,3 -diF-phenyl ) CH2CH2 - , 
( 2 , 4 -diF-phenyl ) CH2CH2 - , ( 2 , 5 -diF-phenyl ) CH2CH2 - , 
(2,6 -diF-phenyl ) CH2CH2 - , (3,4 -diF-phenyl ) CH2CH2 - , 
( 3 , 5 -diF-phenyl ) CH2CH2 - , (2,3 -diCl -phenyl ) CH2CH2 - , 
( 2 , 4 -diCl -phenyl) CH2CH2- , (2 , 5 -diCl -phenyl ) CH2CH2-, 
( 2 , 6 -diCl -phenyl ) CH2CH2- , ( 3 , 4 -diCl -phenyl ) CH2CH2- , 
( 3 , 5 -diCl -phenyl ) CH2CH2 (3 -F-4 -Cl -phenyl ) CH2CH2 - , 
( 3 -F- 5 -Cl -phenyl ) CH2CH2 - , ( 3 -Cl - 4 -F-phenyl ) CH2CH2 - , 
( 2 -MeO-phenyl ) CH2CH2 - , (3 -MeO-phenyl ) CH2CH2 - , 
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( 4 -MeO -phenyl ) CH2CH2 - , (2 -Me -phenyl ) CH2CH2 - , 
( 3 -Me-phenyl ) CH2CH2 - , (4 -Me-phenyl ) CH2CH2 - , 
{ 2 -MeS -phenyl ) CH2CH2 - , (3 -MeS -phenyl ) CH2CH2- , 
( 4 -MeS -phenyl ) CH2CH2 - , (2 -CFaO-phenyl ) CH2CH2 - , 
( 3 -CFsO-phenyl ) CH2CH2 - , (4 -CFaO-phenyl ) CH2CH2 - , 

( f uranyl ) CH2CH2 - , ( thi enyl ) CH2CH2 - , ( pyr idyl ) CH2CH2 - 
( 2 -Me-pyr idyl ) CH2CH2 - , (3 -Me-pyr idyl ) CH2CH2 - , 
( 4 -Me-pyr idyl ) CH2CH2 - , ( imidazolyl ) CH2CH2 - , 
(oxazolyl) CH2CH2-/ ( isoxazolyl ) CH2CH2- , 
( eye 1 opr opyl ) CH2CH2 - , ( eye lobu tyl ) CH2CH2 - » 
(cyclopentyl ) CH2CH2- , (eyelohexyl ) CH2CH2- , or 
(N-piperidinyl ) CH2CH2 - ; 

RlO is H, methyl, ethyl, phenyl, benzyl, phenethyl, 
4 -F-phenyl , ( 4 -F-phenyl ) CH2 - , ( 4 -F-phenyl ) CH2CH2 - , 
4 -CI -phenyl , ( 4 -CI -phenyl ) CH2 - , (4 -Cl -phenyl ) CH2CH2 - , 
4 -CH3 -phenyl , ( 4 -CH3 -phenyl ) CH2 - , ( 4 -CH3 -phenyl ) CH2CH2 
4 -CF3 -phenyl , ( 4 -CF3 -phenyl ) CH2 - , or 
( 4 -CF3 -phenyl ) CH2CH2 - ; 

R^^/ at each oceurrence, is independently selected from 
H, =0, methyl, ethyl, phenyl, benzyl, phenethyl, 
4 -F-phenyl , { 4 -F-phenyl ) CH2 - , ( 4 -F-phenyl ) CH2CH2 - , 

3 - F-phenyl , ( 3 -F-phenyl ) CH2 - , (3 -F-phenyl ) CH2CH2 - , 

2 - F-phenyl , ( 2 -F-phenyl ) CH2 - , (2 -F-phenyl ) CH2CH2 - , 

4 - C 1 -phenyl , ( 4 -C 1 -phenyl ) CH2 - , ( 4 -C 1 -phenyl ) CH2CH2 - , 

3 - Cl -phenyl , { 3 -Cl -phenyl ) CH2- , ( 3 -Cl -phenyl ) CH2CH2- , 
4 -CH3 -phenyl , ( 4 -CH3 -phenyl ) CH2 - , (4 -CH3 -phenyl ) CH2CH2 
3 -CH3 -phenyl , ( 3 -CH3 -phenyl ) CH2 - , (3 -CH3 -phenyl ) CH2CH2 

4 - CF3 -phenyl , ( 4 -CF3 -phenyl ) CH2 - , (4 -CF3 -phenyl ) CH2CH2 
pyrid-2-yl, pyrid-3-yl, or pyrid-4-yl, and 

R^^, at each occurrence, is independently selected from 
H, F, Cl, OH, -CH3, -CH2CH3, -OCH3, or -CF3 . 
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22. A pharmaceutical composition comprising a compound of 
Claim 1 and a pharmaceutical ly acceptable carrier. 

23. (Amended) A method for the treatment of Alzheimer ^ s 
Disease [neurological disorders associated with P-amyloid] 

production comprising administering to a host in need of such 
treatment a therapeutically effective amount of a compound of 
Claim 1. 



25 > (New) A comoound according to Claim 4 of Formula (la) : 



or a pharmaceuticallv acceptable salt thereof wherein: 
r3 is R^, 

is C i^ -C ^ alkvl substituted with 0-1 R^^, 

C2 -C 4 alkenyl substituted with 0-1 R^^, or 
C9 -C ^ alkvnvl substituted with 0-1 R^^; 

R^^, at each occurrence, is independently selected from 

H , F , CF 2 ^ 

C2 -C fi carbocvcle substituted with 0-3 R^^, 

phenyl substituted with 0-3 R^^, or 

5 to 6 membered heterocvcle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocvcle is 
substituted with 0-3 R^^; wherein said 5 to 6 membered 
heterocvcle is selected from pvridinvl, pvrimidinvl . 
triazinyl, f uranvl , thienyl. thiazolvl , pvrrolyl. 




(iq) 
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pjperazinyl, piperidinvl. pyrazolyl, imidazolyl. 
oxazolyl. isoxazolyl, and tetrazolvl; 

R^^, at each occurrence, is independently selected from H, OH, 
CI, F, NR15r16^ cf ^ . acetyl. SCH 2 . Sl=0)CH i^ . Sl=0) o CH 2,, 
methyl , ethyl . propyl , butyl , me thoxy , ethoxy , propoxy , 
C^ -C q haloalkyl, and C i^ -C o haloalkoxy; 

r5 is C 2_ -C a alkyl substituted with 0-1 R^b; 

Co -C a alkenyl substituted with 0-1 R^b. 
C2 -C 4 alkynyl substituted with Q-1 R^b; 

R^b selected from: 

H, methyl, ethyl, propyl, butyl. CF 2 . OR^^, =0: 

C^ -C fi carbocycle substituted with 0-2 R^^; 

phenyl substituted with 0-3 R^^ ; or 

5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^^; wherein said 5 to 6 membered 
heterocycle is selected from pyridinyl. pyrimidinyl . 
triazinyl. f uranyl , thienyl . thiazolyl, pyrrolyl, 
piperazinyl. piperidinyl, pyrazolyl . imidazolyl. 
oxazolyl. isoxazolyl, and tetrazolyl; 

R^^. at each occurrence, is independently selected from H. OH. 
CI, F. NR15r16, CF 2 . acetyl. SCH^^ S(=0)CH 2 . S(=Q) 2 CH2 . 
methyl, ethyl, propyl, butyl, methoxy. ethoxy. propoxy. 
C2 -C2 haloalkyl. and C ^ -C ? haloalkoxy; 

RlO is H. Cl=0)R^^, C(=Q)QRl7; 

C2 -C 4 alkyl optionally substituted with 0-1 R^Q^; 
phenyl substituted with 0-4 R^Qb. 
C2 -C £ carbocycle substituted with 0-3 R^Qb; 
5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
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substituted with 0-3 R^Q^; wherein said 5 to 6 
membered heterocvcle is selected from pvridinyl , 
pvrimidinvl , triazinvl, f uranvl , thienvl > thiazolyl, 
pvrrolvl. oiperazinyl, piperidinvl , pvrazolvl, 
imidazolyl, oxazolyl, isoxazolvl, and tetrazolvl: 

RlOa is sel ected from H, methyl, ethyl, propyl, butvl , OR^^, 
CI. F, =0, NRI^R^^, CF ^ . or phenyl substituted with 0-4 

RlOb^ at each occurrence, is independently selected from H, 
OH . methyl , ethyl , propyl , butyl , me thoxy , e thoxy . 
propoxy, Cl, F. NR^^R^^, and CF2 : 



Ci^ -C d alkyl substituted with 0-3 R^^a; 
C2 -C 4 alkenyl substituted with 0-3 R^^^; or 
Co-Ca alkynyl substituted with 0-3 Rl^a; 



Rl2a^ at each occurrence, is independently selected from 
H, OH, Cl, F, NR^5r16^ cF ^ . acetyl ,\ SCH^^ 3(^0)0% . 
S(=0) 2CH2 . methyl, ethyl, propyl, butyl, me thoxy, e thoxy, 
propoxy, C ^ -C q haloalkyl, and C t^ -C o haloalkoxy; 

R^^ , at each occurrence, is independently selected from 

H, OH, methyl, ethyl, propyl, butyl, me thoxy, ethoxy, 
Cl, F, Br, CN, NR^5r16^ and CF 2: 

R^^ is H, phenyl, benzyl, methyl, ethyl, propyl, or butyl: 

R^^, at each occurrence, is independently selected from H, 
methyl , ethyl , propyl , and butyl ; 

R^^, at each occurrence, is independently selected from 

H . OH , methyl , ethyl , propyl , butyl , benzyl , phenethyl . 
methyl-C (=0) - , ethyl-C (=Q) - , 
methyl-S (=Q) and ethyl-S ( =0) 9 - : 
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R^'^ is H, methyl, ethyl, propyl, butvl. methoxvmethvl , 
ethoxvmethvl , methoxyethyl , ethoxvethyl , 
phenyl substituted by 0-3 R^'^^, or 
-CH o -Phenyl substituted by 0-3 R^'^^: 

R^'^^ is H, methyl, methoxy, -OH, F, Cl, CF 2 . or OCF 2: 

R^Q, at each occurrence, is independently selected from 

H, methyl, ethyl, propyl, butyl, phenyl, benzyl, and 
phenethyl; and 

R^^, at each occurrence, is independently selected from 
H, methyl, and ethyl. 

26. (New) A compound according to Claim 14_of Formula (la) : 



or a pharmaceutically acceptable salt thereof wherein: 
r3 is r4, 

R^ is C 1 -C 4 alkyl substituted with 0-1 R^^, 

C2 -C 4 alkenyl substituted with 0-1 R^^, or 
C2 -C 4 alkynyl substituted with 0-1 R^^: 

R^^ is selected from 
H , F , CF 2 ^ 

C2 -C £ carbocycle substituted with 0-3 R^^, 

phenyl substituted with 0-3 R^^, or 




(la) 
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5 to 6 membered heterocvcle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocvcle is 
substituted with 0-3 R^^; wherein said 5 to 6 membered 
heterocycle is selected from pyridinyl, pyrimidinvl , 
triazinvl, furanvl, thienyl, thiazolyl, pyrrolvl . 
piperazinyl . piperidinyl, pyrazolvl, imidazolvl, 
oxazolvl , isoxazolvl, and tetrazolyl; 

R^^, at each occurrence, is independently selected from H, OH. 
CI, F, NR^5r16^ CF 2 . acetyl, SCH2. S(=:0)CH 2 . S(=0) 2 CH 2. 
methyl, ethyl, propyl, butyl, methoxy, ethoxy, propoxy, 
C ^-C ? haloalkyl, and Cj ^ -C ? haloalkoxy; 

R^ is C ^ -C ^ alkyl substituted with 0-1 R^b; 

C2 -C£ alkenyl substituted with 0-1 R^^; 
C2 -C 4 alkynyl substituted with 0-1 R^b; 

R^b is selected from: 

H, methyl, ethyl, propyl, butyl, CF2. OR^^ , =0; 

C2 -C _^ carbocycle substituted with 0-2 R^^; 

phenyl substituted with 0-3 R^^; or 

5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^^; wherein said 5 to 6 membered 
heterocycle is selected from pyridinyl, pyrimidinyl , 
triazinyl, furanyl, thienyl, thiazolyl, pyrrolyl , 
piperazinyl, piperidinyl , pyrazolyl , imidazolyl, 
oxazolyl, isoxazolyl, and tetrazolyl; 

R^*^, at each occurrence, is independently selected from H, OH. 
CI, F, NR^5r16, CF 2 > acetyl, SCH 2 . S(=0)CH 2 > S(=0) 2 CH 2. 
methyl, ethyl, propyl, butyl, methoxy, ethoxy, propoxy, 
C2 -C 2 haloalkyl, and C x -C o haloalkoxy; 

RlO is H. C(=0)R^'^, C(=0)QR^7. 
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C1 -C 4 alkyl ootionally substituted with 0-1 R^Q^; 

phenyl substituted with 0-4 R^Q^; 

C^ -C ^ carbocvcle substituted with 0-3 R^Q^; or 

5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^Q^; wherein said 5 to 6 
membered heterocycle is selected from pyridinyl , 
pyrimidinyl , triazinyl, f uranyl , thienyl, thiazolyl , 
pyrrolyl, piperazinyl, piperidinyl , pyrazolyl , 
imidazolyl, oxazolyl, isoxazolyl. and tetrazolyl : 

RlOa £s selected from H, methyl, ethyl, propyl, butyl, QR^^. 
CI, F, =0, NR15r16^ CF ^ , or phenyl substituted with 0-4 

R^Q^, at each occurrence, is independently selected from H. 
OH, methyl, ethyl, propyl, butyl, methoxy, ethoxy, 
propoxy, CI, F, NR^^R^^, and CF^ : 

Z is C 1 -C 2 alkyl substituted with 1-3 R^^; 

Co -C ^ alkenyl substituted with 1-3 R^^ ; 

C2 -C 2 alkynyl substituted with 1-3 R^^ ; 

C 5-C10 aryl substituted with 0-4 R^^^; 

C^ -C^ carbocycle substituted with 0-3 R^^^; or 

5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^^^; wherein said 5 to 6 
membered heterocycle is selected from pyridinyl , 
pyrimidinyl, triazinyl, f uranyl , thienyl , thiazolyl, 
pyrrolyl, piperazinyl, piperidinyl, pyrazolyl, 
imidazolyl. oxazolyl, isoxazolyl, and tetrazolyl; 

R^^, at each occurrence, is independently selected from 
Cf.-C^n aryl substituted with 0-4 R^^^; 
C^ -C ^ carbocycle substituted with 0-3 R^^^: or 
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5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R^^^; wherein said 5 to 6 
membered heterocycle is selected from oyridinyl , 
pyrimidinyl, triazinyl, f uranyl , thienyl, thiazolyl, 
pyrrolyl, piperazinyl, piperidinyl . pyrazolyl, 
imidazolyl, oxazolyl, isoxazolyl, and tetrazolyl; 

Rl2b^ at each occurrence, is independently selected from 
H, OH, CI, F, NR15r16^ CF 2 . acetyl, SCH ^ ^ S(=Q)CH 2. 
S(=0) 2 CH 2 . methyl, ethyl, propyl, butyl., methoxy, ethoxy, 
propoxy, C i^ -C ? haloalkyl, and C ^^ -C o haloalkoxy; 

R^^ , at each occurrence, is independently selected from 

H, OH, methyl, ethyl, propyl, butyl, methoxy, ethoxy, 
CI, F, Br, CN, NR15r16, and CF 2: 

R^^ is H, phenyl, benzyl, methyl, ethyl, propyl, or butyl; 

R^^ , at each occurrence, is independently selected from H. 
methyl, ethyl, propyl, and butyl; 

R^^, at each occurrence, is independently selected from 

H , OH , methyl , ethyl , propyl , butyl . benzyl , phenethyl . 
methyl -C(=0) ethyl -C (=0) 
methyl-S (=0) 2 - ^ and ethyl-S ( =0) ? - 

R^'^ is H, methyl, ethyl, propyl, butyl, methoxymethyl , 
ethoxymethyl , methoxyethyl , ethoxyethyl , 
phenyl substituted by 0-3 R^'^^, or 
-CH 2 -Phenyl substituted by 0-3 R^'^^; 

Rl7a is H, methyl, methoxy, -OH, F, CI, CF 2 . or OCF 2: 
R^Q, at each occurrence, is independently selected from 
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H, methyl, ethvl, propyl, butvl , phenyl, benzyl, and 
phenethvl ; and 

R^^, at each occurrence, is independently selected from 
H, methyl, and ethyl; 

provided, when R^^ j^g 

then Z is C 2 -C 2 alkenyl substituted with 1-3 R^^ ; or 
C2 -C2 alkynyl substituted with 1-3 R^^ . 
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